AD-A129 242  ANNUAL PROGRESS REPORT FY-82 VOLUME I'(U) WALTER REED
ARMY MEDICAL CENTER WASHINGTON DC T M BOEHM 1982

UNCLASSIFIED F/G 6/5




W

flig i &

————— E s L
oy 4

o =

4 .6

2 I

MICROCOPY RESOLUTION TEST CHART
NATIONAL BUREAU OF STANDARDS-1963-A




e
88 05 25 1.0 8

R L P T




A} J -
" SECURITY CLASHFICATION OF THIS PAGE (Whea Data Entered)
REPORT DOCUMENTATION PAGE pEriAD INSTRUCTIONS
(] 3

2. SOVY ACCESSION NO./3 RECIPIENT’S CATALOG NUMBER

ADFAID92 ¥

4. T(TLE (and Subtitle) 5. TYPE OF REPORT & PERIOD COVERED
Annual Progress Report (FY-82) )
‘, Department of Clinical Investigation 1 Oct 81 thru 30 Sep 82 %
Walter Reed Army Medical Center §. PERFORMING ORG. REPORT NUMBER
i
i 9. AUTHOR(S) 5. CONTRACT OR GRANT NUMBEN(S) |

Timothy M. Boehm, LTC MC i
Chief, Dept of Clinical Investigation !
9. PERFORMING ORGANIZATION NAME AND ADDRESS 0. PROGRAM ¢ %‘uu gr;r.ul:"n'“%'!zg.' TASK | '
Department of Clinical Investigation

Walter Reed Army Medical Center
Washington, D.C. 20307

1. CONTROLLING OFFICE NAME AND ADDRESS 12. REPORT DATE
‘FY-82
Headquarters, Walter Reed Army Med Ctr
Washington, D.C. 20307 13- NUMBER OF PAGES

fTA MONITORING AGENCY NAME & ADDRESS(I/ different from Controlling Otftice) | 1S. SECURITY CLASS. (of this report)

Commander,US Army Health Services Command Non-Sensitive

ATTN: HSHN-I | __jon-Sensitive |
Fort Sam Houston, Texas 78234 ek L CATION/ DOWNGRADING

16. DISTRIBUTION STATENENT (of this Report) 1

17. DISTRIBUTION STATEMENT (of the sbatrect entered in Bleck 20, 11 different from Repart)

18. SUPPLEMENTARY NOTES

The €indings in this report are not to be construed
as an official Department of the Army position unless so designated
by other authorized documents.

19. KEY WORDS (C: on reverse eide it y and identify by block number)

/

20. ABSTRACT (Continue on reverse side If necesssry and identily by block numbeql 1y ot report identifies

the approved clinical research activities conducted at WRAMC (durin
FY-82) that have been approved and annually reviewed by the Clinica%
Investigation and Human Use Committee members. An annual progress
report is enclosed for each protocol active during FY-82. Also, en-
closed is a list of publications and presentations during FY-82 that
reflect work accomplished in conjunction with approved clinical

i investigation protocols./\

DD , o™, 1473 eoimion oF 1 nov &8 (s oBsoLETE

SECURITY CLASSIFICATION OF THIS PAGE (When Date Entered)

S R vt e a.s. = —. e e o - - L e -




REPORTS CONTROL SYMBOL MED-300

ANNUAL PROGRESS REPORT (FY-82)
DEPARTMENT OF CLINICAL INVESTIGATION
WALTER REED ARMY MEDICAL CENTER

WASHINGTON, D.C. 20307

Accession For

RTIS GRA&I
DTIC TAB
Unannounced
Justification

> - 4

By.
| Distribution/
Availability Codes
Avail and/or
Dist Special

This report covers the period (1 October 1981 thru 30 September 1982).

APPROVED FOR PUBLIC RELEASE: DISTRIBUTION UNLIMITED.
1

838 05 25 108




P

FORWARD

The enclosed annual progress reports constitute documen-
tation of the continuing review of approved research by

the WRAMC Institutional Review Board (Clinical Investiga- ;
tion Committee (CIC) and Human Use Committee (HUC)) which 1
is required by federal and local regulations. 1

Requests for annual progress reports are sent to investi-
gators in August, and the reports are due 15 October. When
the annual progress reports are received by Department of
Clinical Investigation (DCI), they are checked for accuracy
by our DCI editorial staff and sent to an institutional
review board member for review. This reviewer may either
recommend approval of the annual progress report, request
additional information from the investigator, or propose
scrutiny of the annual progress report by the entire board.
The process of acquiring additional information from in-
vestigators is time-consuming but usually results in
approval of most annual progress reports, leaving few for
review by the entire committee. All annual progress reports
in the current report have been approved by this committee
process and therefore represent the culmination of the
review process for ongoing research.

The progress reports for FY-82 utilize our adaptation of
the recommended HSC format. Each investigator is specifi-
cally asked whether significant unexpected side effects
have occurred during the study, thereby assuring that the
CIC and HUC will have an opportunity to assess the risks
and safety of human use prior to approving the continuation
of the study for another year.

The compilation of this report and the editorial review of
over 500 annual reports could not have been accomplished
without the perseverance, patience, and proficiency of
Mrs. Ethel Ervin.




DEPARTMENT OF CLINICAL IHVESTIGATION

FY-82 saw continued growth of the WAAMC Clinical Investivation
erogram. We added 17C new protocols to the 372 which w=2re
ongoing at the year's start. There were more than 145 publica-
tions resulting from approved Clinical Investigation projects.

The growth in the number of approved protocols reflects the

improved health of the Army Medical Department with both the
number and quality of personnel essential for clinical research
and increased efficiency now present in the review process.
Under policies now in operation at 0OTSG and HSC, protocols not
involving an investigational drug have potential for having
completed the review process within 30 days. "Expedited review"
of certain low risk protocols has been in place for two years at
WRAMC, potentially permitting approval to be granted within
weeks, and the most recent improvement in the protocol review
process, was the delegation of approval authority from O0OTSG to
HSC for drug-company sponsored investigational drug protocols,
which has resulted in HSC's approval of most drug company spon-
sored drug protocols within two weeks of receipt. Department of
Clinical Investigation (DCI), WRAMC, has heen very fortunate to
have had and continue to have outstanding personnel facilitating
the protocol approval process, Iris Hepburn, and more recently
Kanika Brookins and Judi Fisch.

It must be emphasized that this annual progress report not only
records the progress during FY-82, but documents the process by
which each ongoing protocol is reviewed at least annually, by the
WRAMC Clinical Investigation Committee (CIC) and Human Use Com-
mittee (HUC), our institutional review board (IRB), as required
by DHHS and FDA regulations. This review is necessary to insure
the protection of human subjects involved in WRAMC Clinical
Investigation projects.

The members of the WRAMC CIC and HUC deserve special recognition
for their selfless devotion of time to the review and approval of
other's research protocols. Expedited review, counselling ses-
sions with investigators, and more intensive annual review of
research projects have created additional demands upon their
time. They can be gratified that their efforts have resulted in

a quality of institutional review of research at WRAMC which is
unsurpassed.

During FY-82 progress was realized in multiple areas. The Animal
Research Laboratory, under Fred Coleman, fully supported several
research protocols, 1including kennelling and microsurgery. A
cooperative agreement for veterinary support of the laboratory
with WRAIR was ratified. The Vietnam Head Injury Study (VHIS)
evaluated approximately 200 more subjects, bringing the total to
about 300. It was rewarding that the health status of many
veterans was improved as a consequence of their participation in
the study. CPT Patricia Young's Biochemistry Lab developed state
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of the art methodology for apolipoprotein and cholesterol =z:ter

measurement. MAJ 0Ollie S. King's computers were purchased,
making automation of protocol and supply data an attainable
dream, Despite an ever increasing workload, HMHr. lack Burton

continued to keep track of budzet and supplies unerringly. #vle
Metaoolic Unit (KMU) continued its tradition of high productivity
in Endocrinology, and the programs in Gastroenterology, Pulmo-

nary, Allergy, Oncology, Audiology, and Infectious Disease
received national recognition,

During FY-82, DCI supported our Army mission and directives by
the Chief of Staff. Several protocols of special military
interest were the Carlisle over 40 screen of patients for
Coronary Artery Disease, which compared several non-invasive
modalities for assessing Coronary Artery Disease, and a study
involving behavioral modification techniques directed at im-
proving fitness in the Carlisle War College population. DCI also
made arrangements to accommodate the Phase II Drug antimalarial
program at WRAMC, which should more optimally protect the invol-
ved volunteers and provide an instructive patient population for
medical residents and Infectious Disease Fellows. DCI staff
members also made individual contributions to readiness. LTC
Boehm attended the Red Flag Exercise, CPT Young earned the Expert
Field Medical Badge, SFC Moody was a key member in the team that
planned and implemented the WRAMC field training exercises. DCI

is delighted to have a new Assistant Chief, MAJ (P) Waymar W.
Cheatham, who brings field experience to the assignment, and a
biostatistician, Mrs. Judy Evaul. Due to the availability of
these personnel and LTC Brian G. Schuster, who is on loan from
WRAIR as our other Assistant Chief, DCI can offer outstanding
consultative expertise.

The future of DCI at WRAMC holds challenges and excitements.
There is currently a trend to entrust the protocol review process
to the local institutions, both within the federal government and
the Army, and we at WRAMC must continue to meet that challenge.
The program has grown to the extent that present resources at
WRAMC are no 1longer sufficient for all our needs and research
aspirations. Flexible approaches for procurement of necessary
personnel will need to be developed, as well as innovative ways
for obtaining sources for funding. At year's end some of the
unresolved issues with potential for enhancing support included:

1) Feasibility of support from drug companies during parti-
cipation in drug company sponsored studies.

2) Access to grant funding from other federal agencies.

3) Feasibility of obtaining personnel support from outside
to assist in collaborative studies,
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UNIT SUMMARY SHEET

1. Mission Changes:

a. The Vietnam Head Injury Study was fully staffed and implemented:
278 patients were =valuated during FY-82. Support from the S57th Aeromedial
Evacuation Squadron, Scott AFB, ILL. and the American Red Cross in the
transportation of these patients to and from their homes for the study has
been excellent.

b. Additional laboratory space in the basement of building 7 was
obtained to support expanded requirements of the Animal Procedures, Kyle
Metabolic, and Organ Trangplant laboratories. Two additional "Bio-Clean"
containment units were obtained for the Animal Procedures Laboratory which
now boards approximately 50 small animals.

c. The recently completed manpower survey has recognized the increased
need for personnel to support WRAMC sponsored research. Much of this was
documented from the work done by the investigators during their off-duty hours.

2. Personnel Aciions, Current Strength

a. Personnel hired on temporary appointment and term appointment to support
WRAMC research projects.

Alston Stephanie GS 0¢ 0699 Temporary
Anderson Jeffrey GS 09 0644 Temporary
Youm Youngil GS 12 0858 4 yr Term

b. Personnel hired on a 4 year term appointment and paid by Grant funds from
V.S. to support the Vietnam Head Injury Study.

Brown Herbert GS 11
Fair Christine GS 11
Parker Yvonne GS 05
Rohland Anne Marie GS 06
Rosenberg Jennette Gs 11
Spencer Elmer GS 08
Spizler Judy GS 09
Vinkenes Mark GS 09
Zirk Deborah GS 09

c. Personnel hired for a 4 year term appointment are paid for by Grant funds
from NIH to support the Hematology-Oncology research studies.

Bailey Carolyn GS 09
Brooks Frances GS 05
Harris Carolyn GS 05

d. Current Manpower

Description Grade Mos Br Actual Name
C, Dept of

Clin Invest 05 61F9C MC 1 Boehm

B e s




d. Current Manpower, Con't

Description

Asst C, Dept of
Clin Invest

Asst C, Dept of
Clin Invest

Lab Officer
(Admin)

Biochemist
Dietitian

Med Lab NCO
Med Lab SP

Med Lab SP
Science & Eng
Supv Resch
Chemist
Microbiologist
Microbiologist
Admin Officer
Physiologist
Physiologist

Bio Lab Tech

Med Tech

Chemist

Chemist
Med Tech
Bio Lab Tech

Med Tech

*Individual is actually assigned to WRAIR

Grade Mos
04 61F9B
05 61F9B
04 68F9D
03 68C00
03 3420
E7 928
E7 928
E4 928
E6 01H30
14 1320
12 0403
12 0403
11 0341
11 0413
09 0404
09 0644
11 1320
09 1320
09 - 0645
09 0404
07 0644

MC

MC

MSC

MSC

AMS

AMED

AMED

AMED

GS

GS

GS

GS

GS

GS

GS

GsS

GS

GS

GS

GS

Actual

Name
Cheatham
Schuster*

King
Young
Carlson
Moody
Hayes
MacDonald
Shelton

Bruton

Dobek
Ciak
Burton

Lukes

Dickson
Butler

Armstrong
Burgess

Dawson
Rice

Méydonovitch
Barnes
Coleman

Vacant
Brown

PP Y Y




d. Current Manpower, Con't

Description Grade  Mos Br Actual Name
Secy, Steno 07 0318 GS 1 Ervin
Edit Asst 07 1087 GS 1 Vacant '
Supply Tech 06 2005 GS 1 Laster
Clk, DMT 05 0316 GS 1 McAnnally
Edit Asst 06 1087 GS 1 Coleman
Bio Lab Tech 05 0404 GS 1 Martin
Clerk-Typist 04 0322 GS 1 Brookins
3. Investigation Program Summary

Number of Active Protocols 417

Number of Completed Protocols 125

4. Incentive

The Bailey K. Ashford Award, presented annually to the house staff member at
WRAMC whose research project was voted the most outstanding contribution to clinical
investigation, was given to David J. Perry, MAJ MC, for his research in the area of
head and neck cancer.

5. Fundiag ~ FY-82
Civilian Personnel $ 723,000
Civilian Personnel (Reimbursable Crants) 198,000
Military Personnel 363,831.41
Travel 27,400.00
Contracts 290,000.00
Supplies 645,000.00
MEDCASE 331,396.97
Total $ 2578,628.38
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Dare: 29 NOV 82 '__l'g_zf; Cuy Bo,; 1005 Starus: derdis_ Fiese

Srazins Darg:  fanuary 1980 Dars g Criet: iy, Novenber 1982

Key toops: Pramary thrambocytosis:; Hydroxyures

TiTe cF Paouzct: PVSG Protocol-12: “Efficacy trial using hydroxyurea (HU)
in the treatment of primary thrombocytosis."

Parrceoa lavesTicarsals): Daniel B. Kimball, Jr., COL,MC.

Asscctate Imvasticarca(s): Staff and Fellows of Hematology/Oncology Service

Facroiry: WAE Depr/S:c:  Departinent of Medicine

Accws e artvz HE0CASS Cosr; Fecursiasive Cenrpacr Cosr: Feosan ative Suepey Cost: -

"FY-83 SDCASS:  Cowrmact Cosv:  Suseey Cost: Dare or Commitres Posrova. OF
—_— fmua Proarzss chuzr FES-0-6-1989

alkylatlng chemotherapeutic agent for the treatment of

TecHii CAL AoPROACH:

No changes were rade in the study design during the past
vear.
Prosaiss Duaiis FY-§2: At the November 13th meeting of the PVSG this Study was
closed to further patient accrual. No new data will be forthocoming until
the minutes of that meeting are published. No WRAMC patients were entered.

fiusze oF Susszcrs Siuarea:
FY-82; NONE Tora (vo parz); NONE Berors CovsLETion 07 Stosy: ONE

Szrtous/UnzxrzcTe Stes Errects mn Sudsicrs Praricparins t Pasuzet(ir 13z so sTAis):
NONE =

P
M'Hydmxyurea (HU) appears to be a useful agent in the prompt and
continuous control of high platelet counts in primary thrambocytosis without
sicnificant toxicity. Leukemogenic potential romains unknown ard will require
continued followup of the patients now on study. Based on other data the
leukemogemc potential for this drug is felt to be less than that of available

this diseasc.

PusLicartons o2 Asstracts. FY-82:
NONE




Darz: 15 Dec 82] Mosk Uuit Mo.: 1007 Status: Inremt_ X Firoa |
Sraqtiis Date: 1 Nov 80 Dare of Comeretion: 1 Nov 83 (estimated) ’

_Key hiorps: Subunit combination, hormone action, human chorionic gonadotropin

Time cr ProJscT:  The Role of Carbohydrate Moieties in the Combining Properties
of the Subunits of Human Chorionic Gonadotropin i

MAJ Henry G. Fein, LTC Robert Smallridge, !
PrivcteaL Investicator(s®:  col, Richard C. Dimond

Assoctate ImvesTicatoR(s):

FaciLity: WAL Depr/Svc: Dept of Medicine/General Medicine Svc 1
Accumurative VEDCASE Cosr: Accunaarive CoiTract CosT: Accumurative SuppLy Cost:

7920 200 26,572
Fy-83 JEDCASE: Contract Cost:  Sueery Cost: Date or CosmiTres Feprrovar OF

Qo__ 200 10,000 Famua Prosrzss ReporT _BER 26 1982
Stupy 03JCTIVE: To determine if the carbohydrate portions of the hCG molgcule 1
hdetermIne the ability of the subunits to combine to form the biologically active
ormone.

Prcay

TecunicaL Aeppoary: During FY82 we made further significant strides In studying the
role of carbohydrate in the two systems we have been studying:

1. In agsociation wit’ Drs. Lawrence Cole and Robert Hussa at the Medical College
Proseass Duatis FY-82: (cont.)
1. We demonstrated that DcT and CasKi cells do, in fact, produce hCG beta
biological activity, in the sense that they are ablicggt')

MusEr oF Susyzcts Stupiep:
FY-82: 0 ToraL (vo pate): 0 Berore ComeLeTion 0F Stysy: None

Sertous/UnsxpecTep Sipe ErFrecTs N SuzuzeTs ParTiciparing 1t Prodzctlis tionz s3 state): None

Concrystons:

See PROGRESS DURING FY-82

PusLicATIONS 0R ABSTRACTS. FY-82:

None.
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WORK UNIT NO.: 1007

TECHNICAL APPROACH:

of Wisconsin, we have continued to examine the combining properties of
various forms of affinity-purified hCG beta produced ectopically by
the DoT and CasKi lines of human cervical carcinoma cells. We have
examined the hCG so produced by specific radioimmunoassay and a rat
testis radioreceptor assay.

We have continued our studies of the combining properties of standard
hCG subunits before and after treatment with mixed exoglycosidases which
putitively removed greater than 807 of the carbohydrate from these
glycoproteins. We have extended these studies and have done multiple
control experiments to try to rule out the presence of contaminating
species that might inhibit combination.

PROGRESS DURING FY-82:

NI, e N A T

combine with standard hCG alpha to produce hCG molecules that are active

in both radioimmunoassay and radioreceptor assay systems. Shortly before
we were to publish these results, Hussa and co-workers demonstrated a
rather remarkable finding. Further purification by ion exchange and
affinity chromatography demonstrates that ectoplc hCG-beta can be
distinguished into two forms. One was indistinguishable from standard
hCG-beta while the other, although larger on gel chromatography, lacked

the characteristic COOH-terminal peptide (CTP). This was shown by the
failure of antisera specific for determinance on the CTP to recognize

this molecule and by the apparent absence of the O-linked oligosaccharides
and thermolysin cleavage site normally found in this region. (Cole,
Birken, Sutphen, Hussa and Pattillo: Endocrinology 110: 2198-2200, 1982)
We, therefore, have begun the large scale production by these cells of
ectopic hCG beta in hopes to purify large (200-300 ug) amounts of each form
of hCG-beta to study both the combining properties as well as the chemistry
of these forms. Furthermore, once the cells are harvested, they will be
sent to Dr. Irving Boime (Washington University, St. Louis) for eventual
studies of the genome of these cells.

Although we have been able to demonstrate that deglycosylation of the hCG
subunits greatly inhibits the ability of the subunits to combine with the
opposite fully glycosylated subunit using two entirely different sets of
exoglycosidases, we have had difficulty demonstrating that control experi-
ments (in which the hCG subunits were similarly handled but were not
deglycosylated ) did not result in similar inhibition of combinationm.

——
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Date: 15 Dec 82 Vo Luet Mo.: 1008 Sravus: _Inveiiy X Firoa
Srartiss Date: 1 Novago Date of Cowsericn: 1 Nov 83 (estimated)
Kkv»cqas Thyroid hormone action, Nuclear receptors, Fibroblasts

Timee crF Provzcr: Mechanisms of Thyroid Hormone Resistance

oy MAJ Henry Fein, LTC Robert C. Smallridge, COL Richard C. Dimond
Princroar Iuvesticaroals): .

Assocciate Imvestreator(s):

Facieity: WRAE Depv/Sc: Dept of Medicine/General Medicine Service
Accuran Attvs FEOCASE CosT: Accwmnvs Cairact CosT: hecwwiative Suppey Cost:
7920 : 0 . 31,910
FY-83 l"’ED%&’.: Conmacg CosT: Sil.am.go%osr Dave oz CormiTree AoerovaL OF

Ranysr. Prosrzss Repgar FEB-26 1582

Stuovy D3dscTive: To determine the specific abmormalities associated with thyroid
ormone resistance in patients with inappropriate secretion of thyrotropin (TSH)

TEcHuic APPR0ACH: During FY-82 we completed studies of nuclear thyroid hormone

receptors and fibroblasts taken from the skin of normal patients and patients with
thvroid hormone regsistance. We also conducted extensive studies of thyroid horm?n
Prosazss Duains FY-82:
We demonstrated that there are no significant abnormalities in nuclear receptor

number ox affinitvy when whole cells are studied for triiodothyronine binding, (cont.)
tusz2 oF Susszcts Stupten:

ont.

FY-82: 3 Tora (vo bars): 3 Berorz CovoLerion oF Stusy: 10

Sertous/UnzxpecTen Sios Errects 11 Susuzcts PraTicipariiss 1 ProuzeT(IF nove $9 sTATS):
None. (Fibroblasts were .harvested from a number of otherwise discarded foreskin
SEE PROGRESS DURING FY-82.

PusLtcattons o Asstracts. FY-82:
Publication: 125
Eil, C, Fein HG, Smith TJ, et al, Nuclear binding of I triiodothyronine in
dispersed cultured skin fibroblasts from patients with resistance to thyroid
- hormone. J Clin Endocrinol Metab 1982; 55: 502-510.

Publications and Abstracts FY-82 Worked om in Collaberative Study Performed at,
Kimbrough Army Hospital, Ft. Meade, MD, under an HSC-Approved Clinical Investigation
Protocol:

Fitz JD, Sperling EM, Fein HG, Long-term treatment of obese diabetics with semi-
starvation diet. Slide presentation at the 3rd Annual Meeting of the Society

of Military Endocrinologists, San Framcisco, CA, June, 1982.
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WORK UNIT NO.: 1008 |

TECHNICAL APPROACH:

action in cultured fibroblasts from normal patients exposed to normal and ‘
reduced concentrations of thyroid hormone in the medium.

PROGRESS DURING FY-82: |

comparing normals to patients with thyroid hormone resistance. In studies of
specific binding of radio-labeled thyroxine to nuclear receptors, we determined
that that this species was most likely triiodothyronine converted intra-
cellularly and not direct binding of thyroxine. We attemted to demonstrate
specific abnormalities of glucose utilization, lactate formation, 2-deoxyglucose
- uptake and uridin incorporation into whole cells and cell protein in fibro-
blasts obtained from normal subjects exposed to normal and to reduced levels
of thyroid hormone. In three sets of experiments in our laboratory and another
set of experiments con.' .ted at the National Naval Medical Center by
Dr. Judy Fradkin, we were unable to demonstrate any decrease in metabolic
function in cells grown in thyroid hormone depleted medium. We are, therefore,
embarking on two other lines of investigation. First, we will study a membrane
phenomenon, the presence of beta adrenergic receptors (both number and affinity
by Schatchard analysis) and Malic enzyme activity in fibroblasts grown in
medium containing excess and deficient amounts of thyroid hormone.




Darz:1/19/83 | Vax Luir Ko, 1009 Status:  IutEniy Fira, X

StarTiiis Datg: 5 February 1982 Dave of Cowtericii: 31 December 1982

Key Yiorgs: Urinary Tract Infection. Role of ultrasound & CT Scanning
Time cr Proszct:

SEVERE URINARY TRACT INFECTION. THE ROLE OF
ULTRASOUND AND COMPUTERIZED TOMOGRAPHY.

Carl June
Leonard M. Chec¢chio

Painciaa luvesticarsals):

_Asscctate Investicarar(s):

FaciLivy: WRANC Derv/Svc: Medicine
Accurarative FEDCASE Cosr: hecwanativz Coivract Cost: PecwmLative SupLy Cost:
FY-83 FEDCASS:  Cowrmact Cost:  Suspry Cost: Dare oF CommiTree FeprovaL OF

kuruac Prosrzss Percat pra o

» [ = s )
Stugv OsvzcTive: Define role of CT and ultrasound in management of

urinary tract infection. .
TECHNiCAL APPROACH:

Ultrasound and cat scan performed on patients admitted
with severe urinary tract infection.

Prosaz3s Duatns FY-82:

dnly two patients fit criteria and were entered
in the study from WRAMC.

Huar oF SusszcTs Studted:
. : w
FY-82: 2 ToraL (7o pate):2 Pts at Erove Coomterion o7 Stuoy_2

i

Sertous/Unsxeecren Sios Errects i Susuzcts PARTICIPATING i ProszcT(ie fone $3 STATE):
NONE ' '

ConcrLusrons:
=~ These two patients will be added to the pool of subjects
at Bethesda. Findings are now being processed.

Pust.ICATIONS 02 ABSTRACTS. FY-82:

NONE




Dave: 1 Dec 82 Mok Lmwer fo.: 1010 Stavus: Inveitty X Fisae

Staariss Dave: 1 Aug 82 Dare_o¢ Cowzricn: 30 July 85 (estimated)
Key Yomps: Thyroiditis, goiter, hypothyroidism, HLA typing

Tine ¢ Prouzcr: Longitudinal Studies of Postpartum Lymphocytic Thyroiditis

Painctoar JsvesTicarcr{s?: Henrv €. Fein, MAJ MC and Thomas A. Klein COL MC
Assoctate Imvestrearor(s): Kristen Raines CPT MC
Facitiy: WAL Depr/Svc: Dept. of Medicine/General Medicine Sve;
P < t-ot-vbstetrics-a {Z ==

Acasanarivz FECCASE Cost: Recuanarive Comract Cost: | Accuruiative SieaLy Cost:
: ) : 0 -0
FY-83 FEDCASS:  Cowntract Cost:  SusLy Cost: Dare o7 ComiTreg AosrovaL OF

0 0 $500 funyst, Prozazss Pescar -REB 24 1687

Stuoy 03J2CTIVE: 1 determine the incidents of postpartum lymphocytic thyroiditis
in an unselected population and to determine appropriate means for screeming for

TECHHICAL ROPROXH: puring fiscal year 1982 we began this study in 2 different ways:
(1) we have begun to enroll obstetric patients, who have delivered here at WRAMC,

termine the jncidence and severity of lymphocytic
Prosazss Duatns FY-82: thyroiditis in an unselected population. (continued on page 2)

Preliminary steps were instituted to begin these studies as delineated under

ents were enrolled.
s oF SusszcTs Stupien: :
FY-82: 6 ToraL (vo pate): 6 Berorz CoweLeTion oF Stugy: 20

———

Sertous/nzxpecTed Stos EFrects 1 Susszers Paaricieariig i Pasuzct(ie novE so STATS):
None. ' '
Concrustons:

See Progress During Fiscal Year 1982.

PusLICATIONS 02 AssSTRACTS. FY-82:

None.




Technical Approach (cont) (2) In association with Dr. T. Nikolai of the

Marshfield Clinic, Marshfield, Wisconsin, and Dr. C. Johnson of the
Lombardi Cancer Research Center, Georgetown University Medical Center,

we have begun HLA typing to determine the gene frequencies present in
patients with postpsrtum lymphocytic thyroiditis, spontaneously resolving
thyroiditis not associated with pregnancy and a control population with
classical Hashimoto's disease.

3
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Dare: 15Sept82 | Vox Un:r flo.: 1011 Sratus:  furzii Fira,

StarTiri Dave: 1 Aug 82 Oate of ComsteTion: 30 July 83

Key ioens: Polymyositis, Therapeutic Exercise, Muscle Engzymes
TitLe cr Prouzct: Effect of Therapeutic Exercise on Muscle Enzymes in
Patients with Polymyositis

Paincizal Iavesticarsalis):  Peter R. Levine, M.D.. MAJ, MC USA

Assccrate lmvesTicatoa(s): Michgl«f_‘mﬂam_a_u.sm_mmm._m- ,CPT AMSC
Faciuity: WRAC Dept/Sic: Medic.i.ne{.ce.zeul_uedicine_&_khmmmlogy vsa

Recuswaarive FECCAST Cost: Fecumatevz Coiimract Cost: hecuunariva Suppey Cost:
_ =0~ ' =0~ _ 8 50
Fr-83 EDCASE:  Contmacy Cost: Supety Cost: Date o7 Cormitreg herrova Of
-0 -0- -0- FrnusL ProsRzss REPCRT gep 9 < 1085

Stuoy J3JzCTIVE: To assess the effect of a single exercise session on muscle enzyme
levels in patients with polymyositis.

TocuuicaL ArproacH: Recovering, ambulatory patients perform a mild, isometric exercise
session under supervision. DPre-exercise, 4-hour and 24-hour post-exercise CPK
and aldolase levels are measured. Protocol repeated with a mild calisthenic exercise

Pras2:3s Duatns FY-§2: sessiont at leasr one week later.
Three patients have completed the protocol. Two others
are scheduled to participate in the next several weeks.

NusEa oF Susszcts Stwdren: ‘
FY-82: 3 Yotz (vo patz): 3 Berorz ComeLetion oF Stusy: 20

Szrious/Unsxezcreo Stos ErFects 1 Suzszers Paariciparies n Prouzet(1f novs s3 sTars):
None .

LoMcrustons: ngufficient number of patients studied to make conclusions.

PusLicaTIONS 03 AssTracTs. FY-82:

None




Dare: 7 0t 82 | ook Gurr Mo.: 1121 Status:  [nTerifXX Fisar
Srartuis Date: Extended 2/79 Dare of CoweLeTion:  expected 2/84

Key lorosplasmapheresis, glomerulonephritis, cytotoxic agents

Time cr ProJECT:Combined prednisone and cytoxan therapy coupled with plasma-exchange
in the treatment of anti-glomerular basement membrane antibody mediated renal disease

PrixctraL IwvesTicator{sohn P. Johnson, kD, LTC, MC Jack Moore, Jr. MD, MAJ, MC

Asscciate InvesTicaron(s): NONE

Facieivy: HWREMC Depr/Svc: Medicine/ Nephrology

Acw*m_snvs VEDCASE Cosr: ACCUMU.ATOIVE CoiiracT CosT: Accu»:ua:mvs SuepLy Cost:

FY-83 EDCASE:  Conteact Cost:  Suppry Cost: Dare oF Corentres ferroyy 0F
;I'd'j— i) 0 Fooion Proenes Revony FEB 2 5 tomo

Sreay. D302 T Compare “the eTfett ot predmisone-amd-Tytoxan atome-and-+n combination
witthge on the rate of disappearance of circulating anti-GBM antibodies
and the effect of this on modifying disease course.

TecunicAaL ferroacnPatients with confirmed anti-GBM ab mediated renal disease will be
randomized to RX with either pred/cytoxan alone or in combination with plasma exchange
Disappearance rates of ab will be calculated and compared along with clinical outcome

PrOGRE3S me Fy_§%:7i total of 17 patients have been entered In the study; two of which
were . Analysis of the data at this point suggests a more rapid dis-
appearance of ab in the plasma exchange group, with a more favorable clinical outcome

MusEr oF Susszcts Stupied:

FY-82: 2 Toraw (10 pate): 17 Berore ComeLETION 0F Stusy: 30

Serious/UnaxpecTep Stoz ErrecTs In SusuzcTs Pavicipatiig 1 ProuzcT(IF moNz $9 STATE):
no serious or unexpected side effects have occurred so far

ConcLusrons: More patients are required in each treatment group vetore meamingful con-
clusTons can be drawn statistically. Analysis of the data at this point suggests that
a more favorable clinical outcome is achieved via the use of plasma exchange, and that
ab disappeaance rates are more rapid with plasma exchange. We continue to collaborate
with the NIH and with FAMC, and intend to have other Army MedCens collaborate to increase
the patient population.

PUBLICATIONS OR ABSTRACTS. FY-82:pn apstract delineating our results has been submitted
and selected for presentation at the l4th Annula Meeting of the American Society of
Nephrology, December, 1982, in Chicago, I1. A copy of this abstract is attached.

10
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Date: 14 Sep Hosx Enit Mot 1124 Status:  [nTERrun Frem X
Staztins Date:  December 1977 Dare of ComeLeTion: September 1982

Key oras: Chronic Renal Failure, Hyperuricemia, Rate of Progression
Tine cr ProuzcT:

“The Effect of Hyperuricemia on Chronic Renal Failure"

PrinceraL lavesticaror{s): Daniel A. Nash, Jr., MD, COL, MC

Asscctate luvesricaror(s): None

FaciLivy: WA Dept/Svc: Department of Medicine/Nephrology Service
Accusan_ative FEDCASE Cost: Fecumnative Conitract Cost: Accumuative SuepLy Cost:

-83 EDCASE: ; Cost:  SupeLy CosT: Date o7 Comitiee Aeprovay D7
FY-83 iﬁl\f Contracr Cos - fawuss Prosazss RepoRT A?é)é 25 1982

Stupy OsuzcTive: To determine if hyperuricemia occurring in patients with chronic
renal failure from other causes is a deleterious factor in the progression of

TEcriica AopRoacH: Patients with progressive chronic renal failure and significant
hyperuricemia will be prospectively followed until they enter hemodialysis or kidney
transplantati [hey.will.he i e_bygeryricemis jgogngg Sggg

Protocol remained inactive during FY 82

Nuiser o7 Susszcts Stupien:

FY-82: 0 Tora (topate): 4 Berore ComeLeTron oF Stuay: 20

Ser1ous/Unsxescren Sipe Errects In SusuzcTs Pazticiparing 1t ProuzeT(is naxz so sTATE):
NONE

LowcLusions:  protocol will not be continued because of Timited availability of

suitable patients, and no support personnel to assist with patient location and
Tongitudinal follow-up. Further, I foresee no probability of altering either of
these Timiting factors. Therefore, no conclusions could be drawn from data obtained.

PusLicATIONS 02 ABsTRAcTs. FY-82: NONE

LR
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Darz:15 Nov 82 ) Yook Umiv Na.: 1127 Stavus:__Inrginy Fua x
Staqryis Dave:  June 1979 Dare o7 (owtemici: 15 November 1982 ;

Kev }iaaps: Borderline Hypertension, Prospective Follow=-up

TIME cF PROJICT:  wCharacterization and Response to Therapy in Mild Essential
Hypertension" .

" Daniel A. Nash, Jr., MD, COL, MC
Princtea. Invegricater{s?: Joyce Patrick, RN, CPT, ANC

Assoctate levestroator(s): Betty Watkins, RN, MAJ, ANC
FaciLivy: WAL Depr/Suc: Medicine/Nephrology/Nursing Service
Acasaparive PECCASE Cost: fcewmaative Conract CosT: Rocwanarive Supary Cost:

"FY-83 FELCASS:  Conmmact Cost:  Supeey Cost: Date o7 Comitres Aeprova OF
: beya PROZRZSS Repcat _pEp 25 1073
N prrv=. TO 3yStemically follow-up patients with borderline nhypertension prospec-
Srugy O3JzcTive: tive to evaiuatg theig gatural higstory. To deter%gne if certgin P

. y . d
35288332931a22é°ﬁe323>a;§§l%215328 gge§?23§3%°85€éoéé;eéngcgé jehgrardio éfigﬁggﬁ?éﬁisefgﬁﬁsieduc
i UL

duction and ! . ;
¢ Patients with borderline hypertension will recieve a complete medical

evaluation t 1 t E ., Bl i 1
eyakuation to Include realn, activilyetiSreEetasamding 05525007 BESERYS eSeSEERSSefgh ofaductisn
dietTand sodium restriction as would be standgrg garactice. ege with factors will be considered
for their ENY A 07 .

S 211) .

T ty= i t n
into the studg-and followed for g%nIgaggrgemgggég?tsBgéaasgorqeri%egsg{ggggggs%QYlhggg Bgeabfgtere
to continue the studys no, further ries into the protocol will he agcepted. The data will be

analyzed d other source
Piv8zr oF SusszcTs Smupied:

FY-82: 6 ToraL (vo pate): . 23 Berorz CovwLETiON OF Stupy: 23

Ser1ous/Unsezcren Sios Errects n Susszcts Paaricipariis 1 Prouzct(1F ro%E s9 STATE): None

small number of patients entered into the study witn respect cto the importance of
dietary salt weight reduction, plasma renin activity, orthostatic posturing, isometric
exercise,blood pressure resEonsg, ETC. On the incidence of development of fixed hyper-
tension 1n patients initially diagnosed as having borderline hypertension. It is
probable that limited conclusions can be drawn as a consequence of the small number of
entries into the study.

CoMcLystons: pata will be analyzed to determine if correlation can be obtained from the q

PusLICATIONS 02 AssTRacTS. FY-82:  yone at the present time an¥ that evolve in the future
will be made known to the Clinical Investigation Service for the purpose of ammending
this final report.

12
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Dare:11 Nov 82 | Vomx Lu:y fo.: 1128 Stavus: _lureinist X Fros
Startiis Dave: June 1979 Dare of CowLericu: Undetermined
Key Yomds: End-stage Renal Disease, Rehabilitatjon, Activity Monitoring

TiTLe ¢7 Prouzct: "Evaluation of the Rehabilitation of End-stage Kidney Disease
by Hemodialysis and Kidney Transplantation Using Activity
Recording" )

Pancioar Isvesticarcris): Gregory Belenky, MD
_Assoctate Investroator(s): Jimmy Light, MD,

Faciuivy: WKATR Neuropsychiatry DEPY/S/c: Psyohiatry/Organ Transplantation
Accusae avive FEGCASE Cost: Rocereaavive Coniract Cost: Fecuwmuative Suprey Cost:

"FY-83 ELCASS:  Cowrmact CosT:  Suerey Cost: Dare o ComiTTeg fonravar Of

Fegsr Prosrzss Peegar REb-2-£-1099

. =ctrve: 10 monitor activity of patients with end-stage renal disease
Swuov 3gzcrive: prg‘aor to and. a‘f‘ter'ybeing treated by several Fehabiiitation
modes. . ‘

TEQHicY APPROACH: A movement monitor (actigraph) will be place on patients

with eTa-sEage rengl disease and are in imminent need of hemodialysiS or kidn
transplantatIon. seline activity will be compared to repeat de ermmat_:%on o]

GBS AY: TIOREeplgd0dication of rehabilitationy vity will be
Lrd generation actigraph.has been developed with imprpved sensitivit
e e B F o B Lt it cor

Th)
?‘emnPg ggé}-igét‘i}gr SR8 TAker at ata?usﬁdgggggng

Muwssa oF Susszers Studren:

676 siB5eets bee

FY-82: 4 Torau (va pate): 7 Beropz CowoLeTion o Stusy: 20-40

5

Sertous/Unsxescten Sios Errects tn Susszcrs PARTICIPATING It PRouzcT(1r 1INE 89 sTATS): None

CovcLustons:  None

PusLiCATIONS 02 AssTRACTS. FY-82:  None

M




Dare: 7 Nov 82 ¢ Gary Bo.: 1129 Stavus:_lnremim_ Fyen XXXXXX
Svarriis Darve; November 1979 Dare o Cogrcricy: 7 November 1982

}oR0S: .
Tine cr Prossct: "Comparision of the Cardiopulmaonary Variables of Patients
Dialyzed Against Acetate or Bicarboante Buffer

PrircipaL Invegricarcr(s?: Suzanne-Bergman, MD, MAJ, MC Jack Moore, Jr. MD, MAJ, MC
_Associate Imvestroaron(s): NONE "
Facnivy: IREXC Depr/SxcMedicine/ Nephrology
Acaswrarive PEBASE Cost: Acomm'gve Cositract Cost: hecwmnstive Suamy CosT:
0 : 0 : .9

T3 FEDAS:  Cowracr CosTi Saprcy Coste DaTe or ComiTTee for
0. - - _0 ﬁ.wf Pao-;ég:&em:? -

-

7

—
———

Sruoy 03UECTIVE: To determine if there is a difference between cardiopulmonary variables |
in patients dialyzed against acetate vs. bicarbonate buffers

TEQHICAL R%PROAM:  pemodynamic monitoring during ddalysis, sequential dialysis
using the afgrmentioned buffers
Prosezss Durqes FY-82:
"NONE ’
teser oF Ssects Swotes:
NONE ' " ) 6 .
FY-82: — ~ Tova. (vopave); .~ ° Berose Covsierion of Stuoy:

&mwsﬂl(l)l.;%vm Stoz EFrecTs In SU3JzCTS PARTICIPATING Int PRouzcTC1F IINE SO STATS):

6

Covorustons:
Request that this protocol be deactivated. We have no nursing support

to complete the protocol as it requires a full time hemodialysis nurse. The Pl has left the
US Army, and there appears to be no reasonable possibility to obtain the technical support

necessary to reactivate this protocol.

PusLicaTions o Msm. FY-82:
NONE E

3
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Dare: 7 Nov 82] Voax Umrv Mo.: 1130 Stavus: furgiy X Frron 3

Srartyis Dare; 08 April 1980 Date o Cogtemion:  April 1984

Key liops: Nephrotoxicity, Radiocontrast Agents, Uric Acid

Tine ‘C-;PP.OJSCT: “THE ROLE OF HYPERURICOSURIA IN THE NEPHROTOXICITY OF
RADIOCONTRAST AGENTS"

Princtear Iuvegricarsals):

JACK MOORE, JR., MD, MAJ, MC 1

Associare Investreatar(s):

Faciiry: WRRE - DEPT/S'.'c: Dept. of Medicine/Nephrology Service

Accu.wnvsoP‘EBCASE Cost: ka:.»mwa& Coiimracr CosT: I-ccw:-.u_;mvs SuepLy Cost:

"FY-83 FEDCASS:  Cowrnact Cost:  Susey Cosr: Pare os Commitree Fe:;-ao-mz. 0F

E%C_I ) ‘ ma ke, Prorzss Repcar m
Stuoy D3uzcrive: 10 determine if the incidence of, OF severity of RC Tnduced - fi
ARF can be attenuated by pre-RC therapy wi*h volume expansion.

=

TecuuicaL Asppoacn: High risk patients are randomly assi1gned 0 one oT 3 treatment

groups for [V fluid thgragy. After RC sequential blood and urine tests for
renal function are conducted.

Prosaiss c‘*’-”"{ FY-82: -4 patients were studied during FY 82

hwszr oF SussecTs Stuprad:

Fr-82: 4 TotaL Go pats); 32 BsFors Comsterion o Stosv: 50

Sertousfnzxezcteo Sioz Errects in Susuzers Paariciparnis in Pacuzet(ie tams sa state):
NONE '

CoMaLustans:  preliminary data analysis suggests that there are no differences
in renal outcome in the 3 treatment groups.

PusLicaTions o2 AssTRacTs, FY-82:

"Radiocontrast Dye Induced Nephrotoxicity: Relati . .
Acid Excretion”, y: Relationship With Uric

[Py

Clinical Research 30(2): 449A, 1982.

<
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Darzang Nov 82 | Mok Umit fia.: 1131 Stavus: _lutzity Fiooa X

Staati:s Date:  November 1979 Date o CoteTioi:  November 1982

Key o2ps: Coumadin Therapy, hematuria, Urine Urokinase Activity
Time cr Proyzct:

"Hematuria During Antiocoagualation Therapy With Coumadin®"

Parcrea lwﬁf(@ﬂ;a(s): Daniel. A. Nash, Jr., MD, COL, MC, Chief, Nephrology Svc.

Asscctate levestreator(s):

Facpiry: WAL Depv/Svc: Department of Medicine/Nephrology Svc.
Acasarativs FEOCASE Cost: Fecumaarivz Coimact Cost: hecuwmarive SuppLy Cost:
FY-85 FEDCASE:  Cowraact CosT:  SuepLy CosT: Date or Commitree hovrova OF

Panys. PRosRzss Pescar BER 25 1983

Stuoy O3JscTivE: To determine the incidence of microscopic hematuria in patiehts on

standard Coumadin therapy. To determine et;olog¥ of hematuria when it occurs in
such patients. To determine if urine urokihase 1is abnormal in such patients.

Tecusica Aeproscn; Patients recieving Coumadin for standrad indications and standard

Those determineddggaﬁgeewﬁééagﬁr§grggngg ggg ggem ggiiggeagg T%cgggcggggnhgmaPuEéSﬁadi:

o
over-anticoagulation will be further evaluated for causes of hematuria. uthermore,

agulant is
Prosazss Duagng FY-82: abnormal in such patients.
No additional patients were added to the protocol during FY-82. Efforts were made to
establish gful urine urok %Yity. quever gll ef{orti to ogtain
A _reas e 3833V _were nting. S _as ol t e protocol was dis-

pect
) I

-

FY-82: 0 TO'rﬁL (o pate): 66 Beropz CC.":’LET(O.‘! oF Srn.w:Discontinued

wde

Sertous/Unzypzcren Sios ErrecTs tn Su3uzeTs PaaticiPating 1 PRoJzcT(1F fiove $9 sTare); None

MELUSIONS:  opservations would suggest that pati i
e ents on standard do C
have an incidence of hematuria as ﬁ%gh as lo%pin the absence of any 3§tn8?§§féglmay
findings b{ standard urological work-ug. Because of the low number of patients

evaluated it is possible tRat our find ngs will not obtain a high degree of signifi-

cance. Information with respect t i
AN oy L OE p o this significance of urinary urokinase could not

PusLICATIONS 02 ASSTRACTS. FY-82: yNone. If any information is determined for the publi-

cation after final analysis of ail data §g2er%§edi this will be s%bmltted to Clinical
s final progress report.

Investigation Program for ammendment of

xy- at this time.
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Davg:16 Nov 82 Vogx Untr fio.: 1132 Statws: _lureitim X Fuw

Staariss Dave; July 1980 Date oF CowteTici: Undetermined

Key Vomps: 18R Nephropathy: A Perspective Study
Timee cF Prodzct: Ig A Nephropathy: A Prospective Evaluation

' . G M N
Princiea. lavesricaroals): Steven F ouge, MD, CPT, MC, Fellow in Nephrology

Assoctate Imvestreator(s): Jack Moore, Jr., MD, MAJ, MC, Asst., Chief Nephrology

Faciiry: WAL Dept/Svc: Depariment. of Medicine/Neohrology Service
Accuasativa PEOCASS Cost: Feauaarive Conmmact CosT: Fecuruarive Suppy Cost:

"FY-83 FEDCASS:  Cowrmact Cost:  Susery Cost: Date 07 Commitree deerova, OF
: - R Prozrzss Repcrr BED 2 & 1701

Stuoy OsJecTive: [o determine pathologic and clinical criteria Fér the diagnosis of IgA
UL _Tavelie

] Nephropathy, the prognosis of gatients with the diagnosis and their
suitability for military service, thé extent of evaluation and the degree of follow-up
r 1%°%A%2 9° -

TECHHICAL ASPROACH: Patients witha biops% proven diagnosis of IgA Nephropathy will be en-
rolled in the study. They will have baseline evaluations of their 24 hr. urine, CBC,

sed rate, HLA typing, IgA coated Lymphocytes, serum IgA levels, and skin biopsy. .
i ine, serologica:
PRHFE 55 R a%.ac;o plete history and physical.

hree new patients enrolled into the study.

Buser oF SusscTs Studied: '
FY-82: 3 Toraw (va pate): . 16 Berore CoyeLETION OF Stugy: 40

Sertous/UmsxpecTep Sioz Errects 1 Su3szcTs PARTICIPATIING In PROUZCT(IF paNe SO STATE): None

. .

M: No conclusions can be reached as of yet, dut the small number
and the short follow-up time. Preliminary analysis of data is ¢
planned when data processing money becomes available.

PusLICATIONS 02 AssTRacTS. FY-82: None

17




Dave: 16 Nov 82] Vook Umir bla.: 1133 & s _utemy X Frw,

Svazriss Dare; July 1980 Date o¢ Co. . -zvics: Undetermined

Kevy Vogps: Hematuria, Urokinase, Lysed Red Blood Cell Culture, HLA typing, Skin Biopsy
Time cF ProvicT:  Primary Renal Hematuria: A Prospective Study

Prircreas Isvegricarsr{s): Steven. F. Gouge, MD, CPT, MC, Fellow Nephrology Service

Assoctate Imvestroator(s): Jack Moore, Jr., MDI.' MAJ, MC, Asst., Chief Nephrology Service

Facniry: WAL Depr/Svc:Department of Medicine, Nephrology Service
Acasaeativs #¥EG0CAE Cost: Fecursparive Conmract Cost: hecwmative SupaLy Cost:
"FY-83 FEDCASS:  Cowrmact CosT:  Suepry Cost: DaTe o7 ConiTree foprova, O
. ke, PROZRZSS Repoar 158 25 1883

Stuoy O30=cTive: To determine the etiology and significance of hematuria, as well as

prognosis without a prior histor{ of renal or systemic disease. In this respect, clin:
cal ‘pathological correlataions will be made-wit conplusions drawn concerning appropri-

O -

a
TecuMicA APPROACH: Patients which qualify for the protocol will have renal arteriograms.

renal biopsies, skin biopsies, urine urokinase, HLA typing, IgA coated Lymphocytes,
lysed red blood cell cultures preformed.

Proszzss Duaeis FY-82: Six new patients enrolled in the study.

tusza oF Susszcts Stupien:

FY-82: ¢ Tora (vo pare): 24 Berorz ComeLeTion of Stusy: 50

Sertous/nsxeecten Stos ErFects v SusuzeTs Paaticipating 1o ProuscT(ir paue S STATS): None

- s

CoMeLUsI®NS: No conclusions reached as yet. Preliminary analysis of data is
planned when data processing money becomes dvailable.

PusLicATIONS 0R AssTRACTS. FY-82: None

18
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Dave: 24 Nov 82] Momx Bury fla.: 1134 Status: _fureniy Fia X
Sraarys Dare: 18 September 1980 Dare o Coweremion; 24 November 1982 |

Key Voons: Catecholamines, Opioid Peptides, Hemodialysis
Tine cr Prouzct: "Catecholamines, Opioid Peptides, and Hemodialysis"

James R. Cain, MD i
Pancta Isvesticarcrls): John B. Copley, MD and C. Raymond Lake, MD

Assoctate Imvesrrcaroa(s): L. Harrison Hassell, MD

Facruivy: WL - Depr/Sve: Nephrology
Acasasartivs YEOCASE Cosr: Fccewnative Conimracr Cost: hecusuitive Suepry Cost:

. FELCASE:  Conrmact CosT:  Suspy Cost: Dave or Commitree Aorrovap,Of - . ..
e -'-—-\-S: oL, PROSRZSS REPCAT wE¥ Lo istd

Stuoy O34zcrivE: To determine the level of plasma catecholamines and opioid peptides
during hemodialysis and ultrafiltration. . ‘

TEcHiicAL A2PROACH: Serial samples of blood drawn and assayed for cé;echolamines and [
Peptides during variations of dialysis and ultrafiltration.

Prosz2:3s Dusies FY-82: None

luszr oF Susszcrs Stuorep: o
FY-82: 0 ToraL (vo pata): 10 Berorz ComoLeTion oF Stusy: 20

Sertous/Unzxpcten Sios Errects 1n Susuzers PRRTICIPATING 10t PRouzcT(1F HONE SD STATE): None

-

LoNeLustons: No conclusions reached to date. Project will be discontinued because

-f inability to obtain adequate assays and lack of interest on the part of intended
investigators.

PusLICATIONS 02 AssTancTs. FY-82: None

19




Datg: 1 Feb 83 | Wosk UniT 80.:1135 Status: InTERIM yy Fisa

Staatirss Mareune 1981 Dare_oF CometeTion: lyne 1984

Key boros: Oliguric ARF, Furosemide, ARF prophylaxis
Time cF PROJICT:  Utility of Furosemide in Early Oliguric Renal Failure

PrivcieaL luvesTicator(s}: Jack Moore, Jr. MD, MAJ, MC _ Asst, C, Nephrology
Asscciate lnvesticaror(s): Fellows, Nephrology

FaciLiry: WRELC Depr/Svc: Medicine/ Nephrology FEB 25 1983

Accusurative FEDCASE Cost: Accurnative Cositract CosT: Accumuiarivs Supery Cost:

FY-83 EDCASE:  Cowntract CosT:  Suppry CosT: Date oF Comttres AeprovaL OF
0__ 0 Famysr. Prosrzss Peeorr

- ———

Stupy J3JECTIVETT determine whether furosemide therapy favorably affects
the outcome of early oliguric renal failure 4

nicAL fepposchiny patient with oliguria for greater than Z hours, in whom
preve Strenal causes have been ruled cut, will randomly assigned to
receive graded doses of furosemide in sequence, with control pts. receiving saline

Prosezss Duaing FY-82:

None- despite appeal to service and department chiefs,
no patients have been referred, High dose lasix should still be considered

F.tx-se.g oF §J3.racrs Stuoren:

Fr-82: 0 ToraL (10 DATE): 0 Berors CowteTion o7 Stuoy: 40

Seeaous/llﬂexpscrsn Stoz Errects n Susuzers Parvicseariie 1 Prouzet(iF iions 50 sTats):
NONE

Concrusions: We believe that the question of furosemide therapy in this situation
needs to be answered. The routine use of high dose furosemide should be
considered experimental. Indeed, several studées have shown it, under slightly
different circumstances, to be ineffective. We would appreciate any help
CIS can give us in soliciting support from the various house staff.

Puukwéous oR AsstracTs. FY-82:




D29 Nov 82 \'m». Gt fi3.: 1137 Svavus:  Inreiin X Froo
Sraqri:s Dare; 01 April 1981 Date o Coetzrici: Undetermined

Key Vioags: Uremia, Chronic Renal Failure Anemia

Tine cr Progzcr: sf Cholinergic Mediated Calcium Uptake on Red Blood
Cell (RBC) Beforunigilggg"eagd Hggolysgg in Acute and éhmnicpﬁenal Faifure"

‘Jack Moore, Jr., MAJ, MC
Principar Invegricatoa(s): William P. Wiesmann, MAJ, MC

_Associate levestrcaron(s): . .
FaciLivy: WRAMC/WRAIR Dept/Suc: Dept of Medicine/Nephrology Service

Acazararive FEDCASE Cost: Fecurmaarive Coimmact Cost: | Accwan aTive Supacy Cost:
"FY-83 FEDOASE:  Cowrmact Cost:  Suppry Cost: Dare o Comirres Povravae OF

Aapar, Prosrzss Repsar FER o 510
. iy

. ~crive: T assess the contribution of Cholinergie receptor activity to the
Swioy O3ecTive: pathogensis of hemolytic anemia in uremic patients. y

Tecuuica APPR0aCH: The technical approach is as described in the 6riginal protocol
to include analysis of deoxynucleosides as indicators of cholineggic activity and
there rate of appearance in renal disease and there relation to RBC function.

" Prosazss Dungns FY-82: The assays for ch?&]i:ner ¢ receptor activity and c¢GMP hawe been

refined and more ly developed.

Hwszr oF Susscts Stusen: | )
FY-82: None Yoraw (vo pave): . 15 Berorz Comsrerion oF Stusy: 90

Sertous/Mlusxoscreo Stos Errects 1 Susszers Paariciparios 1o Prouzct(1s ke s3 stare): None

CO-“”:_...__.~'J3'°"§= Data is insufficient

PusLICATIONS 02 AssTracTs. FY-82: 1) Abnormal Deoxy Adenosine Metabolism in Uremic
Er‘ythrocites. W. P. Weismann and H. K. Webster. To be Sresented 14th  Annual Meeting

e American Society of Nefhrology Washington, DC Nov. 21-24, 1981. 2) Calcium
stimulated cGMP Formation in Human RBC Treated with Cholinergic Agonists. . Tang
and W. P. Wiesmann. . To be presented Annual Meeting, The American Society of Hematology

San Antonio, Texas, ecember 5-8, 1981.
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Datz:7 Oct 82 | Yok Umir £0.:1138 Sratus:_ lurzintuyy Fiia
Starties Dare: 15 Jan 82 Date oF LoweteTioo: Jan 8§

Key Vomos: g]omeru1onephr1’t1’$, cytotoxic agents, bolus steroids

Time c7 ProJzcTSteroid and Immunosuppressive Drug Therapy in Idiopathic Crescentic
Glomerulonephritis .

Princioa. IsvesTicatcals): Jack Moore, Jr. MD, MAJ, MC

Asscciate Imvestrcaror(s): NONF

Facuity: WA XX Depr/Suc: Medic rolagy
Accurnpative FEBCASE Cosr: Eccwmaarive Couvract CosT: Fecuaative Supery CosT:
0 . g 0
Fy-83 PEDBI\SE: Cmr.auxcr CosT: Supso’:.v Cost: Dare o7 CormiTies fornovar. OF
banyse Proszazss Rescar

. erves 1O determine theé efficacy and §ide etfects of bolus methylprednisolone
vermwphosphamide in a randomized trial in patients with idiopathic RPGN.
Both groups receive oral corticosteroids : .

TEcunicaL Aoproacn; After biopsy proof of crescentic GN, and exclusion of diseases known
toc der, Pts will be randomly assigned to receive either i gram iv ctx
g month for 6 months, or iv methylprednisolone each month for 6 months. Repeat biopsy

wilToT Il b8 FRR% V52

no patie'nts studied- protocol approved 15 Jan 82

Kuzr oF Susszcts Stupted: .
Fy-g2:. 0 TotaL (o parz): O Berozz ComeLeTicy oF Stusy: 20

Sertous/Unsxescten Stos EFrects 1n Susuzers Prattciparing 1 Prouzcv(is novs s3 sTATS):
no serious effects since no patients studied

No patients studied- nature of the. disease precludes rapid patient
recruitment, therefore this is a collaborative protocol with the NIH

PusLICATIONS 02 AssTRacTs. FY-82:
none




Dare: 7 0ct 82 | Vo Lusr fo.: 1139 Sravus:  lemeints XX Fisa

StarTiis Dare: Jan 82 Dare_cr Coumerion: _Jan 85
Key Vosns: erythrocytosis; transplant; erythropoietin

TiTee cF ProgzcT: Erythrocytosis in Renal Allograft Receipients

Paincioar Isvasricarsals}:Anthony R, Henry, MD, MAJ, MC Jack Moore, Jr. MD, MAJ, MC
Asscciate [ivesricator(s): James A. Hasbargen, MD, CPT, MC Jimmy A Light. MD, COL, MC

FaciLity: RRAAE Dept/Svc: Medicine/ Nephrology
Aectan arive FEBCASS Cost: Recessiarive Coiitract Cost: Accw-:uq_é\nvs SupeLy CasT:
0 0 - 0.
"FY-83 FEDCASE:  Cowrnact Cost:  SuspLy Cost: Date o Coxmitres feerovar 0fF
0 __ 1000.00 500.00 FanyaL Prosrzss Rercat PER 25 1983

Todeternmtne-thesite- ot eryr oettim-production-rm-patients with

elevibilY FuiSENE its post renal transplant

TecuiicaL AoproacH: ATtér secondary causes of erythrocytosis, and P. vera, have been
el imifated,—pattents undergo renal arteriography and renal venography with sampling for

erythropoietin, Then, allograft biopsies are done, and scored for rejection.
.8 .

3 patientswerestudied=nome—showed—evidenceuof—attograft rejection
2 pa ; _ trated two have erythropoietin emanting from their native kidneys-
1 patient did not have an erythropoietin step-up across any renal bed

twaEr oF Susszcts Studied: 3 _
FY-g2: 3 Torz (7o parz); 3 Berore ComereTion o7 Stuov: 10

Szrtaus/Unsxezcren Sics Errects 11 Suzszets Paaticiparig 1t ProuzcT(iF nonuz 59 sTate):

——no serious or untoward effects have occurred

Concrustons: In two of three patients, erythropoietin appears to emanate from the
native kidney, not from the allograft. Additionally, there appears to be no evidence of
chronic rejection. This suggests that the native kidneys are responsible for the
eryhtrocytosis seen after renal transplantation

PusLICATIONS 02 ABSTRAcTS, FY-82:

A preliminary abstract was submitted and published in Clinical Re'search
Vol 30 (2) p. 450 A, 1982. A copy of this abstract is attached.
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Dave:11/17/82 | Vorx Luer Ho.: 1140 Status: _lurgiin X Fiom
June 1982 Date o Cowsteticn:  Undetermined

Stazriis Darve:
_};;v{ieqas5 Acute Renal Failure, Vi_tamin D, Calcium and Phosphate
Time cF ProyzcT:

"The Role of Vitamin D in Calcium and Phosphate
Imbalance in Acute Renal Failure"

PrircipaL Isvestieatorl{s): Clifford Ferguson, MD, MAJ, MC, Fellow Nepnrology Svc
RUELPA, > = Daniel A. Nash, Jr., MD, COL, MC, Chief Nephrology Service
Asscciate Imvestrcator(s): Jack Moore, Jr., MD, MAJ, MC, Asst., Chief Nephrology Service

Faciiiry: WRAMC Dert/Sve:
Acauaparivz FEBCA Cos: keoumarive Conmracr Cost: | AccwmiaTive Supeey Cost:
"FY-83 FEDCASE:  Cowrmact CosT:  Suspey Cost: Date oF ComiTres Aorrovar Of

Fewua. Prozezss Repcat EFR 25 1990

Stuoy O3J=CTIVE: To determine the relationship of Vitamin-D on the

El-:c,..ﬂ;_ PPRO: gcute renal failure will be selected
and interval measurements of 125,2425, and 25 hydroxy Vitamin-D
will be made in measurements correlated with serum calcium,

PROAPRALS A Plgparathyrold measurements.

Husz2 oF SusszcTs Studien:

FY-82: __Q Yoraw (vo para): 0O Beroaz Comorrion of Stusv: 2
Sertous/UnzxpecTen Stos Errects i SusszcTs Paaticipatiig In Prouzct(iF novs s STATS):
NONE
Concrusious:
NONE

PusLICATIONS 02 ASSTRACTS. FY-82:

NONE
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Darz: 11/17/82 | yioowe Gy fio.: 1141 Status:  lurzinin X Fia,

Startiis Dave: July 1982 Date oF Cowericii:  June 1983
Kev V93s:  Potassjium, Dialysate Glucose
Time cr Prosicr: "Characterization of Potassium Removal By Hemodialysis™"

Paircteas Iswvesticarsals): Daniel.A. Nash, Jr., MD, COL, MC, Chief, Nephrology Service

Asscciate Imvestrearor(s):

4

Facruivy: WAL DEFWEWC:Dept Medicine/Nephrology Service
Acasarativs FEGCAE Cosr: ke ative Conmract Cost: heew: MLATIVE SuerLy Cost:
FY-83 iEDCASS:  Cowrmact Cost:  Susery (ost: Dave 07 ComitTreg A»ae-m 0

-=-- —- === Frmgae. Prosesss Rzecar f r - E-ico

Sty DISECTIVE'To determine the influence of dialysate glucose
concentration on the rate of potassium removal during
sﬁe’m—hmxysis

th’“'k*Mha'Dlrect measurement of dialysate effluent durlng
standard hemodialysis utilizing either a low or high dialysate

82:Five patients have been adequate.y evaluated

gh and low glucose dialysate with measured
38

tismza oF Susrzers Stuoian:

FY-82: 7 ToraL (ropata): 7 Beroez CovsLeTion oF Stusv: 20

Ser1ousMnzxezcTen Sies Ersects 1n SusuzeTs Paaricparing In Pr::.::cr(nr- [13% S3 STATS):

. NONE

Concrusitons:

= Initial observations would suggest that in the non-
diabetic patients that dialysate glucose concentration has
minimal effect on the rate of potassium removal in the
standard concentration of dialysate glucose presently used
clinically.

PusLicATOMS 02 AssTRacTs. FY-82:
Abstract submitted to the Clinical

Dialysis and Transplantation Forum and accepted for pre-
sentation at their Annual National Meeting. The abstract
will be expanded into a formal paper addressing the
details and the data that supported the abstract, and will
be published in the proceedings of the Clinical Dialysis
and Transplantation Forum.
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Dare: 33aNg3 | Mosk Uner No.: 471217 Status:  [InTeRIM y Frsse
Starty:s Dare: 15 DEC 1980 Date of Comererion:  N/A

Key Yoros: N/A _
Tine cF Proyzct: Evaluation of Amiodarone foi Therapy of Cardiac
Arrhythmias (IND #17858)

PrixcioaL Ismvesticator(s): William J. Qetgen, M.D.

AsscctaTe Investicator(s): James E. Davia, M.D.

Facteivy: WRANC Derr/Svc: Cardiology

Accurunative PEDCASE Cosr: Aecumpative Conmract Cost: Accumuative SupeLy CosT:
-] ()= =0=-

FY-8% FEDCASS:  Contract Cost:  Sueery Cost: Date or Comitree AeprovaL OF

FanysL Prosazss Pepoar N/A

No Change

TeCHi: CAL APPROACH:
No Change

Prosaess Duains FY-82:

N/A
Muser oF SusszcTs Stupien:
FY-82: 19 Toraw (o pars): 19 Berore CowpLeTION 0F Stugy: N/A

Szrtous/UnexpscTep Stos Errects In Susuzets PaTICIPATING M ProuzcT(IF 1ONE SO STATE):
See attached memo

None as yet

PusLicaTIONS 0R AssTRACTs. FY-82:

None
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DISPOSITION FORM

For use of this form, see AR 340-15. the proponent agency is TAGO.

REFERENCS OR OFFICE SYMBOL SUBJECT

HSHL-MC Annual Progress Report FY 82, Clinical Investigation
Program Work Unit #1217 "“Evaluation of Amiodarone-

for Cardijac Arrhythmias"

XOX FROM DATE CMT 1
THRU: ¢, CIS Dir, CCU 10 JAN 83
LTC OETGEN/r3j/63836
TO: HQDA
SGRD-HR

Wash., D.C. 20314
l. In accordance with AR 40-7 the following data are submitted:

a. Specific study - evaluation of amiodarone for the therapy of cardiac
arrhythmias - WRAMC Work Unit $1217; IND #17858, Principal Investigator:
William J. Oetgen, MD,LTC,MC; James E. Davia, MD,COL,MC.

b. Location: Walter Reed Army Medical Center
c¢. Number of subjects: 19 (see below)
d. Narrative of progress of patient (see below)

(1) Della Kearney -~ see 1981 report

(2) Charles Guthrie - see 1981 report

(3) Allan Barnabei -~ see 1981 report. Patient continues to do well,
no side effects reported. Arrhythmias controlled.

(4) william Hoffman - see 1981 report

(5) Henry Robinson ~ see 1981 report. Patient has been discontinued
because of development of pulmonary fibrosis probably secondary to amiodarone
therapy.
(6) Curtis Clemmons -~ see 1981 report. Patient continues to do well,

no side effects reported. Arrhythmias controlled.

(7) Linda Hedley - see 1981 report

(8) Hans Heckes - see 1981 report. No symptoms. Amiodarone was
discontinued on 9 March 1982 because of the clinical opinion that the
arrhythmias were associated with acute myocarditis and that the likelihood
of arrhythmias now are small. The patient will be see in follow-up.

(9) Leana Fisher - 539-44-8314. Amiodarone discontinued on
27 September 1981. Ventricular tachycardia recurred February 1982;
amiodarone was restarted for two weeks and was discontinued on 10 March 1982
because of photophobia.

(10) william Liverman - see previous report. The patient was
discontinued on 25 April 1982 because of fatigue, malaise, nystagmus, poor
coordination and failure to control arrhythmias. He is currently doing well
on another experimental antiarrhythmic.

(11) James McMahon - 036-07-6469 - 72 year old male with aortic
stenosis and ventricular tachycardia. The patient was started on amiodarone
on 17 April 1982. He underwent aortic valve replacement on 19 April 1982
and continues to do well on therapy.

(12) Clark Norman - 005-32-1986 ~ 45 year old male with coronary
artery disease and ventricular tachycardia. Pollowing administration of
amiodarone, the patient had three episodes of ventricular tachycardia
on successive days. He has been discontinued because it was felt that
the amiodarone facilitated a ventricular tachycardia.
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HSHL-MC (10JAN83)

SUBJECT: Annual Progress Report FY 82, Clinical Investigation
Program Work Unit #1217 "Evaluation of Amiodarone
for Cardiac Arrhythmias"

(13) Charles Collins - 20-218-24-5046., A 46 year old male
with coronary artery disease, post myocardial infarction in 1975 with
recurrent symptomatic ventricular tachycardia. The patient has been
refractory to conventional antiarrhythmics and to flecanide. Amiodarone
was begun on 3 November 1982. The patient continues to do well.

(14) Herbert Lawrence 438-50-5752, A 45 year old male with
ischemic cardiomyopathy, and ventricular tachycardia. The patient
was intolerant to conventional antiarrhythmics. He was started on
amiodarone on 16 June 1981 for control of his arrhythmias, however,
he had a stroke and died on 1 January 1983, It is not felt to be
secondary to amiodarone therapy.

(15) Masters, William - 361-03-01587. A 63 year old white male
had a large anteroseptal infarction with refractory ventricular tachycardia.
He died of ventricular fibrillation 24 December 1981, five days after
addition of amiodarone therapy.

(16) Leonard, Grace - 061-12-1286, a 67 year old female with
ventricular tachycardia, post myocardial infarction. tarted on
Amiodarone 10 November 1982, because of nausea and anorexia, the dose
has been decreased to 400mg a day. The patient is doing well.

(17) Shomion, Arthur - 257-60-2229, A 70 year old male with
ischemic cardiomyopathy, and ventricular tachycardia. Amiodarone
started 15 November 1982, The patient continues to do well.

(18) Hughlett, Richard - 215-09-2531: A 67 year old male
with coronary artery disease and ventricular tachycardia. Began
amiodarone 10 November 1982 and the patient continues to do well.

(19) Brewster, James: A 54 year old white male with
coronary artery disease, ventricular tachycardia. Amiodarone started
15 November 1982, The patient is doing well.

o : f e
WILLIAM J!. oz'rm}?,
LTC, MC ~ -/
Director, Coronary Care Unit

r MD




Dare:3 JAN 83} Moex Uyt No.: #1218 Status:  IntemiM X Frs

;-
Startics Dave: 15 NOV 82 Date o ComeLeTion: Ongoing !
Key Voros: ' '

Tine cf Proszct: Cardiac Manifestations of Polymyositis

Prirciral InvesTicator(s}: William J. Oetgen, MD

Asscciate luvesTicaTor(s): James E. Davia, MD

FaciLivy: WRANC Depr/Svc: Cardiology/WRAMC
AccusraTive FEDCASS Cost: Accuanative Coivract CosT: Accuruiative SuppLy CosT:

-0- : -0- [$345.00- {Routine patient care)
FY-83 FEDCASE:  Contract Cost:  Supery Cost: Dare or_CommiTres Aeerovar OF

-0- -Q- Fewyer. Prosazss Reporr __ N/A

Stuoy dsuzcrive:

TEcHNiCAL APPROACH:

No Change

Prosezss [umins FY-82:
No patients were admitted to study in FY-1982

Huver oF Susyects Studien:
FY-82; 0 ToraL (vo pate): 5 Berore ComPLETION 0F STuDY:

Sertous/Unsxpectep Sios Errects v Susuzcrs Parvicipating 1t Prouzct(IF hoxz SO STATE):
None ‘

ConcLustons:

None

PUBLICATIONS 07 ABSTRACTS. FY-82:

P

None

gk




For ues of this form, see AR 340-18; the proponent sgancy is TAGO.
REFEAENCE OR OFFICE SYMBOL SUBJECT
HSHL-MC Clinical Investigation Program
TO Clinical Investigation®™OM C, Cardiology Svc  PATE 26 NOV 82 T oMT

COL DAVIA/rj/63836

l. Clinical investigation program, work unit #1220, Efficacy of Nifedipine
in the Management of Angina Pectoris was initiated by MAJ Fayaz A. Shawl, MC.

2. The project was terminated as of 30 June 1982 for two reasons:

a) The drug under investigation, nifedipine, was released on the
commercial market several months ago.

b) MAJ Shawl became a civili n 30 June 1982.

JXMES E. DAVIA, MD

L, MC
hief, Cardiology Service
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Dare:7 Dec 82 Vox Uuer fo.: 1221 Status: lurcminl XX Fioa
Starting Dave: 1 Aug 81 Dave of LossteTic:i:  Unknown
KEY ‘-'ORDS: Pacemaker

Time cF Progzct: Clinical Evaluation of AV Sequential Pacemaker
and Advanced Functioning Pacemaker.

Privcrea, Invesricarpals).Dr. James E. Davia, COL MC

Assoctate InvesticatoR(s):Dr. Russ Zarzchuck, COI MC
Facpuity: WAL Dspr/S'/c:fA,,H,,M&y_ and Thoriacic Surgery
Accurwarive FEOCASS Cosr: Accurparive Convract Cost: hecunueative Suppey Cost:
0 . .
"FY-83 ELCASS:  Cowrmact CosT:  SupeLy CosT: Dare oF ComiTrez AeprovaL 0F

Frmya Prosrzss Reecar PER-2 51007

Stupy O3UCTIVE: To test clinically an AV sequential pacemaker and
an advanced function pacemaker. .

TECuuIcAL APPROACH: Implantation and followup of pacemaker.

Prosazss Dunpis FY-82:
: Five AV sequential pacemakers implanted.

Husszr oF SusszcTs Studlen: .
FY-82: Tora. (Topata): _ 5 Berorz CoweLeTion 0F Stusy:

Szr1ous/Unsxeecren Sioz Errects n Susyzers ParticipariiG 1 Pasuzct(iF 1ovs s9 sTaTe):
None : '

LoxqustaNs:  ppe A-V sequential pacemaker has functioned normally.

PUBLICATIONS 02 AsSTRACTS. FY-82:

None
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Dare: 1t MOV 19BRpn pyry flo. 1223 Stavus: _[utcity Fioa
StarTis Date: 18 Jan 1982 Dare o Cowetericn: 15 May 1982

Key licans: Cardiovascular Screening Evaluation in Asymptomatic Males

Tine cF Prodzcr: i ilti- i i i
i B Piplt hulti-Stage cardiovascular, RCEERALIE Fealvatiop tR 1g°t

Personnel Over the Age Forty.- .

PrircIPaL IWIE;‘T(GATGR(S): Jerel M, Zoltick, M.D., John Patton, PhD, James Vogel, PhD

Assoctate Imvestrearoa(s): James Davia, M.D.; Julius Bedynek, M.D. PhD

_Faciuity: WRAE/Dunham Health Depr/Svc:  Medicine/ Cardiology
1T, Caf1isIs, Pa
Accusan ATIVE rsccish‘ Bastt I?«:cu-m{,mva Cosracy Cost: Aoowmn atTive S-Iumbv
0,00

none . none £ rom HSC ©  approx $

FEB 25 1933

Cnsys
U°¥or nuclear studie
linical funds

FY-83 EDU& Covrmacr CosT:  Suspry CosT: Dare oF CommitTree AopovaL UF  $2000 for overtir
Fewyar Prosrzss Repcar £zom Hosp funds
Stupy DsJscrivE: e

To determine extent of Coronary artery disease in an asymptomatic
Population ) - .

TECHATCAL APPROACH: To identify cardioartery disease in asymptomatic males
over the age of 40, a dardiovascular screen was perfotmed on 249

itary volunteers. (continued on the attached sheet.)

‘Clinical testing performed 15 Jan-4Feb 1982
Nuclear Testing 1 March-30 April 1982

: Coronary Angingraphy 1 May-28May 1982
Puwssr oF Susszcts Stupied: .

active duty mil
Pronzzss Duasng FY-82:

FY-82: 249 TovaL (10 parz): 249 Berorz ComeLeTiON OF STuny:

Szatous/Unzxescten Stoz Errects i Susuzets Parvicipatiig 1 Prodzct(1F 1onE s9 sTATS):
none : . )

CoxcLustons:

Using a multitude of testing devices, coronary artery disease was found
23 individuals. 13 had critical coronary artery disease in which 5 eventually
required CABG surgery and 1 requiring angioplasty. There were no complications

during any of the testing nor followup coronary angiography or surgery.

PusLICATIONS 02 AssTRacTs. FY-82:
Abstract (enclosed) : cardiovascular Screening Evaluation To Test For Coronary
Artery Disease in Asymptomatic Males over the age of Forty.

Approved for publication: Am Journ of Card, March, 1982.
For presentation Am Coll of Cardiology, March 1982.

Note: Exact funding Requirements came from USARIEM, Natick, Mass for the
initial study at Carlisle Barracks, Pa. The funding for the Nuclear
studies, coronary angiography, and coronary artery bypass(the later two
were not part of the study, but were recommended by cardiologists and
thoracic surgeons not part of the research team) came from general 32
expenges from the respective departments, The only added expense
was overtime, approx $2000. which came from general hospital funds as per
General Mendez.

BT e &




The following coronary risks were evaluated on the population:
cardiovascular history and exam, family history, tobacco history,
ECG, fasting blood sugar, cholesterol, cholesterol- HDL ratio,
triglycerides, percent body fat, calculation of Framingham risks
index. All subjects had normal treadmill tests, cardiokymography
and determination of maximal oxygen consumption. Patients with an
abnormal treadmill test, i.e., greater than 1 mm depression and/or
abnormal cardiokymography underwent further testing: fluoroscopy,
exercise value study and reaionuclide ventriculography. Patients
with abnormal results were referred to an outside Army cardiologist
(not part of the study) for recommendations for follow-up.
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Date: 9 Nov82) Mo Untt Mo.: 1224 Status:  Inrerim XX Frooa
StARTHG Mavé:  January 1982 Date oF Comerevion:  June 1982
Key Voros: )

Time cr PROJECT: pyLMONARY VASOSPASM IN RAYNAUD'S DISEASE AND

PROGRESSIVE SYSTEMIC SCLEROSIS: PREVALENCE AND RESPONSE
TQ NIFEDIRINE.

PRlﬂCl?N_.:hNEST(C%\TOR(S)Z John. W. Shuck, MD, MAJ, MC

Associate Imvesticator(s): 413 Wn LTC MC

FaciLivy: WRANC Depr/Syc: Cardiology
Acasarative VEDCASE Cosrt: Accenative Cantract Cost: Accuuiative SuspLy Cost:
0 0 - 0
FY-83 FEDCASS: Contract CosT:  Sueety CosT: Dare oF Cammitree feprovaL OF
1] 0 0 fewuar, Prosazss Repor FER 25 1883

Stuoy O3uscrive: To evaluate presence of pulmonary hypertensIon aid
vasodilator Nifedipine.

TECHNICAL APPROACH:

Clinical and non invasive evaluation patients
and right heart catheterization.

ProsR:ss Du2ins FY-82:

Four patients studied to date, FY-82.

NissEr oF SusszcTs StudDIed: _ (projected)
16 additional

FY-82: 4 ToraL (vo pate): 4 Berore ComeLeTION 0F STUDY:

Ser1ous/UnsxpecTep Stps Errects In SusuzcTs PARTICIPATING In PROUZCT(IF MONE SO 51ATE):
None

CovaLusions: Two of four patients found with pulmonary hypertension.
Two of these two patients decreased pulmonary vascular resistance
with Nifedipine; the two remaining patients without pulmonary hyper-
tension had no inducible pulmonary hypertension with cold pressor

test.

PuBLICATIONS OR ABSTRACTS. FY-82:
NONE
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HSHL~-MC (27 AUG 82)
SUBJECT: WRAMC WU# 1225: "Intracoronary Thrombolysis With Streptokinase"”

TO: Clinical Investigation Service FPOM: Dir, CCU DATE: 2 DEC 82 CMT2
: LTC OETGEN/rj/63836

1. Soon after this protocol was approved, the FDA approved streptokinase
for intracoronary administration on a non-protocol basis.
2. Sev=2ral recent papers have been published which clearly document

the efficacy of intracoronary streptokinase in the setting of an acute
M.I. \

3. Publication of the results of this study would be unlikely.
4. No patients have been entered in this study to date.

5. Request that this study be terminated and that HSC (see attached DF)
be informed of this termination.

g Y
/ ry \ ‘ o .
Lttt ke LD
WILLIAM Jj OETGEN, MD
LTC, MC -’

Director, Coronary Care Unit
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Datz:9 Noy 821 Mosk tmit Mo.: 1226 Status: Intemist XX Fuoe
Startyis Date: Feb 1982 Nare o ComeLzTIoN: Feb 1983 (est.)

Key Vopas:

Time cF PROJICT:  ELECTRICAL CARDIOVERSION IN PATIENTS TAKING
DIGITALIS.

PamncieaL Investicator{s): John W. Shuck, MD, MAJ MC

Associate lnvesticator(s): William J. Oetgen, MD, LTC MC

Facruivy: HRAMC Dept/Svc: Cardiology
Acawn ative FEOCASE Cost: hecunatrve Contract CosT: Aecumpative S-JPPLY CosT:
0 0
FY-83 FEDCASE: Contract Cost:  Sueey Cost: Date o= CamiTres fsPPR"" ; 8
Pamua Prosazss Repcrr 25 1983
Stuoy O3JsCTIVE:  petermine the incidence of significant arrhythmias

during cardioversion in patients on digitalis.

TECHu;CAL APPROACH: Determine blood digitalis levels at time of

cardioversion monitoring arrhythmias during and after cardio-

-~ ~— Ve r-6i-on
ProsRzss Du.a.ms FY-82: None
iwsEr oF SusJzcTs Studied:
Fr-g2: 0 TotaL (o pate): O Berors ComeLeTion o7 Stuay: 30

Sertous/Unexpecren Sips Errects v SusuzeTs ParviciparinG n Paouzct(iF iiaxs s3 stare): None

Covncrysions:

PusLicATIONS O ABSTRACTS. FY-82:
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DISPOSITION FORM

For use of this form, see AR 340-15; the proponent agency is TAGO.

REFERENCE OR OFFICE SYMBOL SUBJECT
HSHL-MC Flecanide Study Protocol R-818-037-WRAMC WU #1227
o C, CIS FROM Dir, CTTU DATE 9 FEB 83 oMT 1

LTC OETGEN/rj/63836
1. Please see attached letter terminating entry into WU #1227 and cancelling
protocol.

2. One patient (Grace C. Leonard) was entered into study by emergency approval
prior to HSC approval (which has not yet been received). This patient had one
episode of ventricular tachycardia on protocol, and the code was broken,
indicating that she had been receiving placebo.

/'
3. Because R-818-028 (Open label Flecanide protocol) was closed to admission,
the patient was started on Amiodarone (WU $#1217) and has done well.

4. Please terminate WU #1227 and inform HSC of this termination.

&/m

WILLIAM J.//OE MD

LTC, MC

Director, Coronary Care Unit
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DISPOSITION FORM

For use of this form, ses AR 340-18; the proponent agancy is TAGO.

REFERENCE OR OFFICE SYMBOL SUBJECT WRAMC WU #1228

Oral Amrinoné..

HSHL-MC

A Placebo Controlled - Double Blind Evaluatlon of

—
DA m 2498 PREVICUS EDITIONS WILL B8 USED

T0 C, Clinical InvestigatiofifO™ y,J. Oetgen, MD DATE ] DEC 82
LTC OETGEN/rj/63836

this study, prior to final approval of WRAMC protocol #1228.

this study under a VA protocol.

3. Request that «his study be terminated.

[// d\—“’*l
WILLIAM J./OET
LTC, MC VY i
Director, Coronary Care Unit

38
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1. The sponsoring pharmaceutical company terminated entry of patients into

2. No patients were admitted to this WRAMC protocol. Several patients
were referred from WRAMC to the Washington VA Hospital where they entered




AD-A129 242  ANNUAL PROGRESS REPQRT FY-82 VOLUME I(U) WALTER REED
ARMY WEDICAL CENTER WASHINGTON DC T M BOEHM 1982

UNCLASSIFIED F/G 6/5,




N

I
| =3 TEIE

o

FEFEEEE

EEE
f——}
i

rre

—

- .
—

r

(14

MICROCOPY RESOLUTION TEST CHART
NATIONAL BUREAU OF STANDARDS-1963-A




. | DISPOSITION FORM

For use of this form, ses AR 340-15; the proponent agancy is TAGO.

MEFERENCE OR OFFICE SYMBOL SUBJECT
L HSHL=MC ‘ Elecainide Actetate Protocol RS18-028-WU #1229 _ J
T0 FROM OATE CMT 1

C, CIs Dir, CCU 9 FEB 83

LTC OETGEN/rj/63836
l. Please see attached letter from Riker Laboratories, Inc.

2. Four patients were admitted to this protocol. Two patients had
recurrent ventricular tachycardia while taking flecainide, and they
were taken off the drug.

Two patients (Leana Fischer and William Liverman) have continued to
take the drug and are doing well.

3. As per attached letter, no new patients will be admitted to this drug
protocol until enrollment is resumed by drug company.

4. The attached abstract was accepted for poster presentation at the
American Federation for Clinical Research meeting in Washington, D.C.
April 1983,

5. A full draft of this report will follow. |
6. Please confirm that full HSC and SGO approval has been granted for

WU #1229; we do not have written documentation of this fact in our
file although it has been acknowledged verbally by Mrs. Ervin.

WILLIAM J. OitGEN ,f

LTC, MC
Director, Coronary Care Unit
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Daye: 250ct82 | Hoak Gaer No.: 1311 Sratus: Interin X Fiea
Staatiis Oate: 29 March 1974 Date of Comeremion: August 1982

Key Woros: _ Resin/Thyroid Storm
Tine cF PROVECT:  Treatment of Thyroid Storm with Anion Exchange Resin

PrincieaL luvesTicator(s):  Kenneth D. Burman, LTC, MC
Associate Imvesticaton(s): Leonard Wartofsky, COL, MC

Facnivy: WAL Depr/Svc; Dept of Med/DCI/KMU
Acawan ative FEDCASE CosT: Aocumnarive Coimract CosT: Accumuative Suppry Costs:
FY-83 FEBCASS: Contract Cost:  Sueey Cosr: Date or ComiTies feprovar 07
_— Ennyal Procrzss Reeoar . . _ .., 3
9

Stupy O3uzcTive: To remove thyroid hormones from circulating bfood stream by
anion exchange resin in a patient requiring immediate removal of these

hormones—. — :
TecunicaL AsproacH: Venous catherter is placed in the patient, peripneral blood

is perculated through this catherter with a venous to venous anastromasosis
and a column containing resin is interposed between the venous channels and

Prosress Durinis FY-82: It should be mentioned that no patient has been entered
on this protocol. However, since thyroid storm is a potentially life
threatening ci rumstance, we would like to have this protocol on record in
Nunszr o7 Susszcis Stupied:

FY-82: ToraL (1o pars): Berore CoweLETION OF Stugy: 173

Sezrious/Unexpzcren Sios Ersects 1m Susszets PaaticipariiG 1t Prouzer(17 Roxs SO STATS):

Concrustons: None yet.

PuBLICATIONS OR AsSTRACTS. FY-82: None yte.

Technical Approach (continued): this ven
. ous ch
out the thyroid hormones. us channel will filter

Progress During FY-82 (continued): a continui )
: ng fashion to b
available in case such a patient did come in theghospiCal. © k
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Darg: 8 Sep mvj Voo Vi llas 1340-82 (Swoust lerows o feel

CSeavtng Dave: P lowtinve: 2 yrs

e M e BT JEU VNI

F%H lL%tu‘IOFOHL HPG

P*" GV Effect of FSH (Pargow al) on SOLL.m Testostevene in Mea
With Chorloc;n:cinoma or Othec HCG-s . creting Tunors

Prciea Investioa:

rafs): l\uberr A. Vigersky, M.D.

Rasccrare livestrcaina(s): Pevid 1)}9_013_, H.D.

FA’- mwivy: ‘l-’l.l‘-t ) - \I' D:F_"/S" ¥ y] p at- 1}:\; i ”111 1

kcu:.:..x.xv- n_GJaw (o1 Fectim WV Co..)m (()‘x. fecii atyvzs Sn i LosT
0 : 0

R8s FEROASE Conracr Cosys Syomy Costs Larz o7 Comnticg fovs
0 81 ,_,A__/,__g’g_O e QL Frisaa, Prosazss Bovoar

Sioovy My=crive: To eluc umtt Lb' mecln,nn W l) whinh t,( stoiterone ds inappropsins sty

normal n- low in men with HCG-s ecro!:.i,ng, tuzors.

Qf”g A ShJ’L IGC test to be perferwed da men with KL“A‘U"“C-:ug tumioon
after scven days of FSIH 2225 u/day i.n.

crore and
r-m L [‘; 5‘/ lh’ pLUlOCOl hav nol yoit bogun because tl:L 1;4.1?-‘n T nhloh 1 be
be supplicd by the Serouo Co. has vol yot been delivered.

Pitso oF SUsecrs Saoiea: i )
e 0 Torae Gy pars): 0 Prroue Comeiovioy of Srusv: 10

cis i Suzszers I'e xl"fP \H.". {5 I‘r?r \i(x RN TR

Szercus/Ah *X?;CTL.D S in: Er.
Not < ppll(‘ablo

Loverusions:  The study sh m]d brw;n before the ead o‘ the c~11<.

Pus..ICATIONS 07 fastaacrs, FY-S2: 0

C does not
Copy available to DTI
pemnit fully legible seproduction




Date: 8 Oct 82] Yloax Lury fio.: 1354 Statys:  Isrzmim KEX
Sragryis Dare: 3 Nov 1976 Dite oF Cowterion: 30 Sept 1983

Kev toons: Testosterone, Estradiol, Binding Globulin -
Time ¢7 ProuzcT: Purification of Testosterone Estradiol Binding Globulin

Prircea lnwegricarsals): Robert A. Vigersky, M.D.

_Assceiate Iuvesticaror(s):

Faciivy: WAL ; Depr/Suc: Kyle Metabolic Unit
Receearative FEDGASE Cost: Aocuative Convract Cost: keowanarive SuppLy Cost:
None . None $4,114.83
FY-83 i-EB%&’.: Conmnact Cosv:  Sueery Cost: Dare of Coanree Fermovar 0z
$500 $4,000 Fanym, Procazss RepcaTPER 2 5 1081

1 Stuoy d3uzcrive: '
' See Attached

TECHHICAL APPROACH:

See Attached

" Peesazss Duatns FY-§2:

See Attached

luser oF Susszcrs Stupien: _
FY-82: Not Appl. ToraL (7o pate): Berors CoveLevion oF Srusy:

Sertcus/UnzxeecTeo Sioz Errects 1 Suaszets PaaricepartnG tn Prouzer(is tanz s3 stats):
Not Applicable '

CoxeLSiCys:  pyrification of TEBG has been accomplished and the present aim
is to use this to construct a radioimmuncassay.

PusLicaTions 02 AssTracts. FY-82:
None R

e e - e
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Work Unit No: 1354

Study Objective: To purify, characterize, and develop a radioimmuncassay
for TEBG. This binding protein controls availability of sex steroids to
breast, skin and prostate.

Technical Approach: Sequential use of concanavalin A in affinity
chromatography and preparative polyacrylamide gel electrophoresis.
Quantitative analysis of the progress of purification by the use of
analytical polyacrylamide gel electrophoresis and dextracharcoal assay
measuring total binding capacity.

Progress During FY82: We have used successfully the strategy of sequential
purification to purify TEBG to homogeneity. The last few months have been
spent by using this strategy to accumulate sufficient quantities of the
purified proteins to inject into rabbits for the formation of antibodies and
for iodination.

R . A VTN




Dare: 210ct82 Hork Uner Bo.: 1358 Status:  InTeEriM  y  Fiea
SvarTinG Dave: Dare oF ComeLerion: !

i ’ Key hiorns: Obesity/Fasting/T3 Receptors
B Tine cF Proyzct: The Effect of Obesity and Fasting on T3 Receptors in Mononuclear
’ Cells :

PrircioaL Investicaror(s): Kenneth D. Burman, LTC, MC
] (s): Leonard Wartofsky, COL, MC, Keith Latham, Ph. D.
AssoctaTe InesTICATOR(S): pryuiiie Kecier -

FaciLity: WRAL Depr/Svc:  Dept of Med/ Endo/KMU

Accumuative FEDCASE Cost: Acmmr;ve Coiivract CosT: AccuvuLative SuepLy Cost:

FY-83 FEDCASE:  Cowrract Cost:  Suesy Cost: Date oF CommiTTEE Feprovay OF - - 4
- Fanusc ProsRzss REPGRT 'E'Qr 27 1983

Stupy Osysctive: To determine the factors that are associated with altered T3
action and receptor bidning in peripheral white cells and obese patients,

TecHNicA AoproAcH: A T3 solugiliz‘éa'receptor assay has been developed in which

approximately 14-18 mls of blood are obtained in a green top tube, ficoll-hypaque
_gradiant is ontained. The mononuclear cells are obtained in this manner and
Prosz=3s Duming FY-82: T3 receptors are utilizing unsolubilized techniques are

normal in obesity and probably unchanged in fasting whereas with solubilized
preparations they are increased.

tumseEr oF SusuzcTs Stupied:

30

f FY-82: 20 TotaL (10 pata): 20 Berore ComoLeTiON 0F STUDY:

Serious/UnexpecTeD Stpe Errects IN SusuzcTs PARTicIparinG In ProuzcT(IF HONZE SO STATE):
None

ConcrLustons: T3 receptors vary depending on the method of analysis, but they
probably decrease during fasting and use unsolubilized tecnhiques and
increased during fasting using solubilized techniques.

PusLicaTiONs 02 ABSTRaCTS. FY-82:  JCEM, volume 51, page 106, 1980 and Life
Sciences, 1981 and manuscript submitted to Journal of CLinical Endocrinology
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Work Unit # 1358

Technical Approach Cont'd:

extracted with ammonium sulfate and the solubilized preparation of thyroid
hormcne receptor is used to determine T3 and T4 binding. Utilizing this
technique we have studied approximately 20-25 patients in obesity who are
obese and fasting and have published and have found that T3 receptors are
unchanged during obesity and may increase during fasting. However, an
alternative method of performing this technique is now being investigated
in our -aboratory which would involve isolation of the mononuclear cells

on ficoll-hypaque gradiant but not to solubilize them but just put the
white cells into binding tubes. This assay gives different results than
earlier noted and that we are in the process of repeating these studies

on a separate group of 20 obese patients. It should be noted that this
assay requires approximately 40 mls of blood where as the earlier assay
only required 20 mls of blood. In general, our approach will be to perform
the assay on days 4 and S5 of the fed period and days 6 and 7 of the fasting
period.
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Date: 12 Oct82] Homk Unit Mo.: 1368 Status: Intemim X Freoa
Stazriis Date: 26 April 1977 Date_oF ComeLeTION: 30 September 1983
_Key lioras: Phosphate, Vitamin D Metabolism ’

TiiLe 7 PROJECT: Effect of Dietary Phosphate on Serum Levels of Vitamin D
Metabolites in Hypoparathyroidism

Princieal Investicaror{s): H. Linton Wray, COL, MC

Associate ImvesTicator(s): Joseph Bruton, Ph.D., Ira Mehlman, LTC, MC

Faciivy: WAL Depr/Svc: Kyle Metabolic Unit
Accumuative FEDCASE Cost: Accum_AT;vs CouiracT CosT: Accuvuative Suepiy CosT:
$12,662 : $4,553 $85,812
EDCASE:  Contract Cost:  SupeLy Cost: Date o Comtree ferrovy. OF
FY-83$5i'QQQ $3,000 $21,000 frnyar, Prosrzss RePGRT pEQ 25 1535

Stuoy O3JECTIVE: e Attached

TecHNiCAL APPROACH:

See Attached

TR (PP Rt i < BT 4T

Proseess Duains FY-§2:
- See Attached

N oF SusszcTs StuDied:
FY-82: 0 ToraL (v0 pate): 8 Berore ComereTion oF Stuav: 30

Szricus/UnexpecTep Sins Errecms v SusszcTs PaariciparinG 1n ProuzcT(iF oNs $3 STATE):
None ‘

k-
M: Deferred )

PusLICATIONS OR ABSTRacTs. FY-82: _
Wray HL, Mehlman I, Sheldon GM, Butler VM, Dawson E, Bruton J. Effect of Dietary
Phosphorus Restriction and Magnesium/Aluminum-Containing Antacid Treatment on
Serum 1,25(0H),D in Pseudohypoparathyroidism in Vitamin D-Chemical, Biochemical
and Clinical Egdocrinologx of Calcium Metabolism, Eds Norman AW, Schaefer K, Herrath
DV, Grigoleit H-G, pp. 665-667, Walter DeGruyter Publishing Company, New York, 1982,
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Work Unit No: 1368

Study Objective: To determine if serum levels of 25-OH-D (25 hydroxy-vitamin D),
24,2(0H) ,D (24, 25-dihydrodxyvitamin D) and 1,25-(ORH),-D (1,25-dihydroxy vitamin D)
are changed by short-term manipulation of dietary phosphate intake in hypo-
parathyroid patiemts.

f Technical Approach: The 15 day protocol consists of 2 days on normal phosphate 1
? intake (1.0 g of phosphorus), 10 days on low phosphate intake (0.5 g of phosphorus)
and 3 days on high phosphate intake (1.5 g phosphorus). During the period of
phosphate restriction, phosphate-binding antacids will be given., Serum
inorganic phosphate, ionized calcium, total calcium, magnesium and creatinine
and plasma 25-OH-D, 24, 25-(OH) oD and 1,25—(0&)2-0 will be determined. i

Progress During FY82: A careful analysis of our study of dietary phosphorus !
restriction in pseudohypoparathyroidism was published (attached). The results
of our assay of 1,25-(0H) D in eight patients are being compared to the
values obtained in another laboratory on the same sample. When this analysis
is completed, the direction of this protocol will be defined (i.e., report

the present data or study several more patients).
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Datz: 8 Oct 81 | Vaax Uutr Ma.: 1370 Status:  Inrsrin XX
Srartyig Dare: 24 May 1977 Date o Cowiericy: 30 Sept 1985

Kev Yomos: Thyroid, Estrogen, Receptors '
Time cr Proyzct: Sex steroid receptors in the human thyroid gland &

Princrea Isvegricatoals}: Robert A. V!._gersky, M.D.
Asscctate livesticaror(s):

e Ty b

FaciLizy: WRAC s Depr/Sve: Kyle Metabolic Unit :
Acceran ative FECCASE Cost: Accurnattve Courract Cost: fecwativs Suppry CasT:
None . None $699.15 E
' "FY-83 iEDCASS: Cowrmact Cost:  SuseLy Cost: Date or ComiTrse Ieppcvpneg
; 0 $500 $1,000 Fanua Prosrzss Pepcar FEB 25 1983
! X
i See Attached
See Attached
" Prosrz3s Duains FY-82:
) See Attached
Nwser oF Susszcrs Stupien: _ :
FY-82: ToraL (vo patz): Berorz Comererion o7 Stusy: 10

Sertcus/nzxeecren Sioz Ersects 1n Su3szeTs PaariciparinG in Prouzcr(iF ponz $3 STATE):
None - '

\ LoxqLusicas: Methods have been perfected with other tissues and the plan 1is ]

to access the patients into the study over the succeeding 2 to 3 years.

TR TN

PusLIcATIONS 02 AssTaacTs. FY-32:
None

48
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Work Unit No: 1370

Study Objective: To determine whether the increased incidence of thyroid
disease seen in women {is due to abnormalities in the receptor for estrogen
and/or androgen in their thyroid glands.

Technical Approach: Physio-chemical characterization of the sex steroid
receptors to determine if any differences are present which may indicate a
pathophysiology of the thyroid disorder.

Progress During FY82: None

T




Date:  15Sep82) Mosx Lwtvfd.: 374 Stavus: frrzmim g P

Staarins Dare: N/A Dotz o ComeLzTion: NZA

Kev bomos:  Infertility/Tastosterone

Tite ¢7 Prouzct: Evaluation pf testosterone reserve in infertile men

Princraa levestiearsris): _Allan B. Glass, MD, LTC, MC

Asscerare livesticarsals): Robe v MD, LTC, MC
FaciLivy: WAL ] Depr/Sic: KMU
Recuan ativz FECTAXE Cost: focueariv: Cotract Cost: Fecuwmativs Suppiy CosT:
93,601.00 4-452,15
FY-83 FE0CASS:  Conrnact Cost: Sueery Cost: Dare o7 Cosnirrsg F‘?P?.cv_;t c’0.--2 2 acgn
¢ 4,000 3,500 Frnua Prosazss Pepcar o 15835

Stuoy 2305¢TIVE:  To explore androgen production in various categories of
infertile men.

TEcHiicAL ASPR0MH: Meagurement of serum hormone levels during tests of
pituitary-testicular function. ’

- Prosazss Duatis FY-82:  ppppoximately 6 new patients studied. Data analysis

currently being completed for preparation of new abstract and paper.

Nwsea oF Susszets Swoled: _
FY-82: 6 Toraw (ro pate): 80 Bzroaz Covsievicn oF Stusy: 100

Szri1zus/uzxpscren Sipz Errects it Suzszers Paaticreartis tn Pacuzes(is novwz so stars):
None ‘

Leydig cell impairment is common, but mild, in men with oligo-
sper-_mia. Mechanism of decreased androgens is very complex and heterogeneous.

PusLicaTions 02 Asstaacts. FY-32:

Pertility Sterility 38:92, 1982
Additoinal abstract in preparation

S0
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Datz: 15Sep82 | Vloox Um:v flo,: 1379 Sratus: It X Fios

Stasriiys Dare: N/A Dare of CowteTic: N/A

ey Vioens: puberty, undernutrition

Time cF Proszct: Effect of post-weaning undernutrition on reproductive
hormones in rats

PainciraL lsvgsricatea’s): Allan Glass MD LTC MC

Asscciate Investicaroris):

FaciLivy: WA Depr/Suc: Endocrinology-Metabolism

Accusnative FEBCASE Cosr: Feowsnavive Conitract Cost: J Reows 'J‘_,\T:'ZE;;&-E;;T“
__9 $30.272.50 $28,148.00

FY-€ 3 FEDCASE:  fowmmact Cost:  SuspLy CosT: Date o7 Commitiez forrova Or
_0__ _27,000 . 15,000 Exnya Prozazss Peecar FEB 25 1983

- e i e o o

Stiov d3JzCTIVE: To explore the effects of undernutrition in rats on endocrine
function.

TECHNicA APPROXCH:  Measurement of serum hormones and endocrine function
tests in undernourished and control rats.

ProsRzss Luans FY-82: Highly productive. 3 major experiments on testicular function
in nephrotic rats completed; also 4 experiments on thyroid function in these rats.
~Mork in these areas ongoing. Also completed study of puberty on low protein diet.
Bussr oF SusszcTs Siuprea: ~ N/A

FY-82: ToraL (vo parz): Berozzs Covsrerion o7 Stusv:

Serious/Unsxeecten Stos Errects 1 SUuicts PRaTICIPATIIG 1 ProszeT(is pone $9 sTate):
None .
Concrustans:

Effect of undernutrition on endocrine functi:on is highly complex and
does not fit into a single model - further experiments ongoing to
clarify this highly interesting area.

PusLicATIONS 02 AsstRacTs. FY-82:
Papers published: Metabolism 31:538, 1982
Endocrinology 110:1542, 1982

Abstracts presented: Clinical Research 30:490A, 1982
Am J Clin Nutr 36:xviii, 1982




Daté: oct 82 | Yook Lurr fla.: 1380 Statys: Ierzmiv x  Fues

Staari:s Darg: 19 October 1977 Datz o ComLzticn: 30 September 1982
Key Vioeas: Thyroid Hormome, Cyclic AMP, Cyclic GMP

Tine c7 PROUZCT: Effect of Thyroid Status on the Hormonally Induced Cyclic AMP
Responses of the Kidney

Prirctaa. lwesricarsais): H. Linton Wray, COL, MC
Asscciate ImvesTicaror(s): Wayman W. Cheatham,'MAJ,MC, Gerald S. Kidd,LTC, MC

Faciiry: WRAYC ) Depr/Sc: Kyle Metabolic Unit
Accusrative FEOCASE Cesr: Pecumative Couivract CosT: hecwanarive SuppLy CosT:
$7,375 : $7,000 $38 442
"FY-83 FEDCASE:  Conrmact Cost:  Sueery Cost: Dare o= ComiTisg preft
$5,000 $3,000 = _$6.000 Funus Prosazss Repear PEB & 3 FED <9 1583

Stuoy dsgzcTIvE:
See Attached

TECuMiCAL APPROACH:

See Attached

" Presazss Duats FY-82:

See Attached

Huwser o7 SuzszcTs Stupien: _
FY-82: 1 Totae (70 parel: 22 Berors Cormetion o7 Stusy: 30

Sericus/Unzxrectzp Sioz Errecys 1 Suaszers Paaricipariig 1n Prouzet(ir novs s sTats):
None :

ConaLyusions:

fractional excretion of phosphate in hyperthyroid patients are not associated

with demonstrated changes in renal responses to vasopressin and parathyroid
hormone.

PusLicaTions 02 Asstaacts. FY-82: Am Soc Bone Min Res (Abs) p S43, 1982 (attached)

The delayed water excretion in hypothyroid patients and the decreased




Work Unit No: 1380

Study Objective: To determine if the renal hormone receptor - second messenger
systems of two unrelated polypeptide hormones are affected by thyroid hormone.
By measuring nephrogenous cyclic AMP during parathyroid and vasopressin
infusions in hyper- and hypothyroid patients, it can be determined if thyroid
hormone influence the renal cyclic AMP responses to these hormones.

Technical Approach: Hyperthyroid and hypothyroid patients will be admitted

to Ward 47 for a 3 day study protocol and will be similarly studied after
becoming euthyroid. During each admission the patient will undergo two 3-hour
renal clearance procedures, one with PTH infusion and another with vasopressin
infusion.

Progress During FY82: The data on the N-terminal PTH levels has been

analyzed and compared with the C-terminal PTH levels during PTE infusion

in hypothyroid and control subjects. All study results are being uged in

the writing of four papers and to determine the need for future studies. The
PTH infusion data in two patients with borderline hypothyroidism was
published in an abstract.
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Datz: 8 Qct 82} Voax Lurr Ba.: 1381 Sratus:  bEXanOn Fioose
Stazriia Dave: 24 May 1977 Dare o CometeTicn: 30 Sept 1982

Kev Voeds: Estrogen, Receptors, Thyroid
Time ¢7 PROVICT: Egpradiol receptors in rat thyroid glands

Paincioa. lsegricarcals): Robert A. Vigersky, M.D.
Assccrare luvesticarsa(s):

Facriivy: WAL i Depr/Suc: Kyle Metabolic Unit
Acoaarive PEDTASE (osr: Bccwrepative Contract Cost: Aecuwaparive SuppLy CosT:
_Nope __ ___Nome 31,759,
"FY-83 FEDCASS: Conrmact Cost:  Suspry Cost: Dare o= Cosnrise teppﬂﬁb
by, Prosazss PBepcrr 25 1983

Svuny O3gzCTive: '
See Attached

T:C‘U'-] iCAL A?PPO ACH:
See Attached

" Pres2:3s Duarns FY-82:
See Attached

fiwaer oF SusszcTs Stupted: 4
FY-g2: Not Appl. ToraL (vo pate): Bzrorz Corererion oF Stusy:

Szricus/Unsxeactep Sioz ErFects 1n Susazers Paariciparing 1o Pro 2cr(i7 1ovz $9 sTATE):
Not applicable

Concrusicys: While preliminary studies show that estrogen receptors do exist
in the thyroid of both male and female rats which are similar to those of
estrogen receptors in other tissues, the impetus to continue these studies
has greatly diminished thus the protocol will be terminated.

PusLicaTions o2 Asstracts. FY-82:
None

54
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Work Unit No: 1381

Study Objective: To study the nature of the estrogen receptor in the rat
thyroid so that these studies can be used as a model for examining similar
receptors in the human thyroid.

Technical Approach: Determination of the binding capacity, affinity,

steroid specificity, net size and charge, sedimentation coefficient, etc.

of the receptors obtained from the cytosol of male and female rats of varying
age.

Progreas During FY82: None

B
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Datz: 8 Oct 198&'..‘&9.‘: Cser 8o, 1382 Sratus:  Inremiw Beoix
Starryig Dave: 24 May 1977 Pare o Comerericn: 24 May 1983

Key tiomds: Micropuncture, seminiferous tubule
Tine c7 Proyzct: Measurement of steroids and fluid obtained by micropunctur
rats seminiferous tubules and epididymes.

Prirciaai Isvegricarsals): Robert A. Vigersky, M.D.

_Asscciate livesticarsa(s): None

FaciLity: WRANC Dept/Sve: Kyle Metabolic Unit

Acazanarive FEDCASE Cost: hecuiwaative Coieact Cost: | Accumucative SuppLy Cost:

Q 0 $9,.442.35
-83 ¥ E:  Cournact Cost:  Supeey CosT: Date o7 Comitree Feprova Oz
FY-83 IEBCII& A k1 h 5 3

FanusL Prosazss Pepgrr

Stuoy O3uzcTive:
See Attached

TECHHICAL APPROACH:
See Attached

Prosazzs Duains FY-82:

See Attached

lwsea oF Susszcts Stied: ‘
FY-8: Not appl. ToraL (ro pare): Berore Coreretion oF Sruav:

Serious/UnsxeecTen Sioz Errects 1n SusuzeTs ParicipaTliG i Prouzet(i7 nonz s3 state):
Not applicable.

ConoLusIons: A plood testis barrier seems to prevent methotrexate and cytosine
arabinoside from entering the seminiferous tubule. The testis appears to have

a metabolic function for adriamycin so that inactive adriamycin enters the
seminiferous tubule fluid.

PUSLICATIONS 02 ABSTRACTS.

FY-82: Riccardi, R., Vigersky, R.A., Barnes, S., Blyer, W.A.,
and Poplack, D., "Micropuncture studies of the blood testes barrier to methotrexate
in rats" Cancer Research, Vol 42:1617-1619, 1982.




Work Unit No: 1382

Study Objective: To quantitate the levels of steroids in the seminiferous
tubules and apididymes of the rat and to study the blood testis barrier for
the steroids and other substances.

Technical Approach: Glass micropipets are used to obtain fluid from the

above sites. The focus of last years work has been the completion of these

studies to detect and quantitate the blood testis barrier to the antimetabolite
methotrexate and cytosine arabinoside and to begin studies with adriamycin.

Progress During FY82: The studies on methotrexate and cytosine arabinoside
have been completed and substantial progress has been made towards performing
similar studies with adriamycin. The technical assistance of Dr. Bedanarik
whose HPLC method for detection of adriamycin and its metabolites has made
this work possible. We have found that only the aglycone of adriamycin is
able to penetrate the blood testis barrier thus making adriamycin perhaps

an ineffective agent for testicular cancers.




Darz:8 Qct 82 | Yox Lutr fio.: 1386 Statys: Inrzmim X Fpee
Staaris Dare: 22 Nov 1977 Dare oF CowLeTicn: 30 Sept 1983
Key Vopas:

Tine cr Prouzcr: The effect of A-l-testolactone (teslac) in male infertility

Paincraar Isesvicarcals): Robert.A. V:Lgersky, M.D.
_Asscctare luvestrcars(s):

Faciivy: WHC N Dert/Sic:

Accwrarativs FEOCASE Cost: Accw-x-.n_.mv; Coirract CosT: Reownnarive SupeLy Cost:
$2,000 __$49,707.60 $18,255.38

"FY-83 FEDCASE:  Cowrmact Cost:  Syeewy Cost: Datz os CommiTrsg Formoypay 07

Fres n:f_&_ ._$_1_a.5_Q9_ ..é‘}..QQ_Q_ UL PROIRESS PEPCAT Ftos 1093

Stuoy D34zCTIVE:
See Attached

TecunicaL APPROACH:

See Attached

" Prosasss Duatns FY-82:

See Attached

liwmer oF Susszcrs Stupied:

Fr-82: 8 Torze (7o pat): 25 Bsrore ConsLerion oF Stusv: S0

SepicusnzxezcTeo Sioz Errects 11 SuasicTs PARTICIPATING 0 ProuzcT(iF fonz s sTATS):
None ] X

LoxeLUsICHS:  Teglac and tamoxifen are an effective combination in improving
the sperm counts and fertility in men with idiopathic ogliospermia. The
mechanism ‘by which this occurs appears to be maximization of the androgen/
estrogen ratio.

PusLICATIONS 02 AssTRacTs. FY-82: None
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Work Unit No: 1386

Study Objective: To improve sperm counts infertility in men with
idiopathic ogliospermia and to study the mechanism by which these men
have diminished sperm counts.

Technical Approach: LRH and HCG tests are performed before and at the
completion of treatment with teslac 1 gm per day and tamoxifemn 20 ml per day
orally. Semen and hormonal parameters are monitored monthly as well as
screening for the toxicity of the drugs.

Progress During FY82: An additional 10 men have now been entered into the

study. The results of the hormonal parameters comparing the effects of
teslac and tamoxifen to teslac alone are currently undergoing analysis. The
preliminary analysis of the semen data and pregnancy rate indicates that

the addition of tamoxifen has not substantially improved either. There is
an improvement in sperm count in approximately 90% of the men and a
fertility rate of 35% in the couples.

PP I R
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Dare: 210ct82 | Hosx Unit fo.: 1391 Status:  Intemim X Freos

Startiig Dare:  January 1978 Date oF ComeLeTiON: 1982

Key Yiomps: T3 Receptors

TiTLe ¢ Prouzct: Regulation of the Initiation of Thyroid Hormone Action

Privciea lwesticatoals):  Kenneth D, Burman, LTC, MC

Asscctate InvestiGator(s): Leonard Wartofsky, COL, MC, Keith Latham, Ph.D., Yvonne Lukes

FaciLiry: HRAHC Depr/Sve:
Accusar ativz FEDCASE Cost: Accumaative Coract CosT: Accurun ative SuppLy CosT:
FY-83 FEDCASE:  Cowrract Cost:  Sueery CosT: Dave oF Comirree AperovaL O

_ Famups. Procazss RerorTFER 25 1983

Stuoy O34zcrive: To investigate the mechanism by which thyroid hormones exért

their activity.

TecunicAL AeproacH: To isolate and purify thyroid hormone receptors from membranes
and nucli from liver and to assess their purity by gell electrophoresis and
HPLC. These receptors are then purified as well as possible.

Prosazss Duainis FY-82: We, in conjunction with Dr. Latham, have purified the T3.

—

Teceptor and are presently making antibodies against this protein. It appears —

the receptor is made of 3 components, a T3 component, a T! preferring component

fumser oF Suaszcts Stubied:  Animal Study and an acetylase perferring

Q). f " compon .
FY-82: Tora. (vo pars): Berore ComeLeTion o7 Stuoy: ponent

Sertous/Unexpzcrep Sipe Errects In Susuzcts PaaticipatinG 1 Prouzet(1F ronz s sTaTe):

None

ConcLusions: Receptor has acetylase activity in the amount of 57U, 000 daTtons.

PUBLICATIONS 02 ABSTRACTS. FY-82: Presentation at the American Thyroid Association
September 1981 and paper by Burman, Lukes, Latham and Wartofsky, “Ipodate
and ANS Block Receptor Binding of T3 in Rat Liver", Hormone and Metabolic
Research
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Dave: 210ct82 | Hosx Untr Mo.: 1393 Status: Intemim X Frow |

StarTus Dare: 1978 Date o ComeLeTiON: 1982

Key horos: T3 Receptors/ Fasting
TiTLe ¢F Provzct: T3 Receptors in Normal and Fasting Rats

PrircieaL Investicaror(s}: Kenneth D. Burman, LTC, MC
_Assoctate Investicaror(s): Yvonne Lukes

Faciuivy: WRAIC Depr/Sve:
i Acauar ative FEDCASE Cosr: Fecumnative Contract Cost: | Accuiative Supery Cast:
| .

FY-83 EDCASE: Conrract Cost:  Sueery Cost: Dave oF CamitTres Aerroya OF

hoinyaL. Prosazss PepcRr 2 1
\

Stuoy O3uzcTive: To determine if T3 receptors and TSH receptors decrease

during fasting. v

TEomica forroacn: Thyroid glands are isolated from 20-40 rats and a Nemogenate
prepared. The membranes are isolated in I!25 and TSH is added. A Scatchard
; plot is then performed and number of receptor sites determine.

f\‘\,\\; ' Prosrzss Duains FY-82: We have performed studies on approximately 100 rats
i

!

r—

the fed and fasting period and determined that the number of TSH
receptors increase, although the serum TSH levels decrease.

Huser oF SusyzcTs Stuprep: KAt Study

FY-82: ToraL (1o pate): Berore CoxeieTion o7 Stuay:

Sep1ous/Unzxeectep Sioe ErrecTs In SusuzeTs Paaticiparing 1 ProyscT(17 foNZ S9 STATS):
None

CovcLusions: Fasting associated with the number of TSH receptors 1im the—thyroid
gland. We are presently investigating the mechanism by which this occurs.

PUBLICATIONS OR ABsTracTs., FY-82:
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Dare: 210ct82 | Homk Unit Mo.: 1395 Status:  Interin X Frea

Startiis Dave: 1978

Dave oF ComeLevion: 1982

Key boros: _Glucose/T4 Conversion

Tine ¢ ProszcT:
Metabolism

T4 to T3 Conversion: Effect of Modulation of Glucose

Paincioa luvesticaror(s): Kenneth D. Burman, LTC, MC

_Assoctate Investicator(s): Robert C. Smallridge, LTC, MC

Faciuity: WRAYL

Deer/Svc: Dept of Med/KMU

Accumuative YEDCASE Cosr: Accumative Coimract CosT: Mecumuative SuppLy CosT:

FY-83 EDCASS:  CownrmacT Cost:  Suspry Cost: Dare oF ComiTiee AeprovaL OF

Frmuyzs. Procazss RerorT EER 2§ 1089

Stuov O3gzcrive: To study the mechanism by which glucose enahnces T4 to T3
conversion in humans and in rat liver.

TEcunich, APPRoAcH: Hepatic homogenate is obtained or hepatic cells are isolated

X The amount of T3 is measured by radioimmuno-
assay. Various modulations both in vitro and in vivo to rats is administered (below)

T4 is added to these preparations.

Prosezss During FY-82:

We have shown that sulfhydryl groups in glucose increase

enzyme activity and are exploring the mechanism by which this occurs.

MuwBer oF Susszcts Stuprep: 18t Study

FY-82:

TovaL (10 pate): Berore ComwereTioN 0F Stuoy:

Sertous/Unexpecten Stos EFrects 1M SusuzcTs PaRTicipaTING It ProuzeT(17 HONE s3 STATE):

None

CovcLusions:  Glucose enhances T4 to T3 conversion.

PUBLICATIONS 02 ABSTRACTS. FY-82:  None Yet.

Technical Approach (continued):

conversion 1is altered.
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Date: 210ct82 ok Buit No.: 1396 Status:  INTERIM X Firos

Startiis Dave: 1978 Date oF ComeLcTion: 1982

Key toros: T4 to T3 Conversion/Somatostatin
Tite cF ProsscT: T4 and T3 Conversion: Effect of Somatostatin Administration

Primcroa lavesTicator(s):  Kenpeth D. Burman, LTC, MC
Associate Imvesticaror(s):

Faciivy: WRENC Dep1/Svc:
Acaswrarive FEDCASE Cost: Accumnative Coiitract CosT: Accumuative SuppLy Cost:
FY-85 FEDCASE:  Cowtract Cost:  Supeiy Cost: Date oF ComiTiee ferroya

0z
Famues. Prosazss Peport FEB 25 1999

Stuoy d30zcTive: To determine if somatostatin alters T4 conversion and T3
receptors and to determine if somatostatin receptors are altered by thyroid
hermone—levels~

TEcHNicAL APPROACH: Somatostatin receptors are measured in thyroid and pituitary
gland as well as peripheral red cells and white cells. These receptors are
measured and kinetics analyzed in various states of thyroid function.

Prosazss Du2ins FY-82: We have had difficulty developing an assay to measure
somatostatin receptors in thyroid and pituitary glands and we are not sure

at the present time whether it is just non-sepcific binding.

Humser oF SusJzcTs STUDIED: rat study

Fy-82: ToraL (10 pate): Berore CoMeLeETiON 07 STusy:

Sertous/UnexecTen Sios Errects v Susuzers PaRTICIPATING It ProuzcT(IF 11332 S3 STATE):

e
~None _
Coxcrustons: None yet.

PusLicaTions o2 AssTracTs. FY-82:  None yet.

—

—




Darz: 20 Oct 87 Yook Uit Ho.: 1397 Status:  Interim X Fua

StaaTiis Dave: 1979 Dave oF Comerevion: 1984

Key bomos: Metabolic Condition/T3 Receptors

TiTLe cF Proyzct: The Effect of Various Metabolic Conditions on T3 Receptors
Circulating Mononuclear Cells

Principar lrevesticator(s): Kenneth D. Burman, LTC, MC

Assoctrate livesticator(s):

Faciui7y: WRAC Dept/Sve:
Accusurative FEDCASE Cosr: Accurwnatve Coutract Cost: Accummative SuepLy Cnst:
FY-83 EDCASE:  Contract CosT:  SussLy CosT: Dave or ComiTree Aeprovar OF

_ FanusL Prosazss Pepcar FEB-25 1807

Stuoy d3gzcrive: To determine if T3 receptors in white cells are altered in
various metabolic conditions.

TecmiicaL AsPaoacH: The obtaining and separating of T3 receptors by FicOIT

Hypaque i1solation and measuring by Scatchard Analysis of T3 and T4 receptors.

Prose:ss Duaiig FY-82: We have investigated using solubilized and unsolubilized
techniques. T3 receptors in diabetes and cirtical illness and it appears that

both of these states are associated with decreased number of receptors.

Mwmer oF Susszcrs Stubled: '
FY-82: 20 Yoraw (o pate): 30 Berors ComeLeTioN oF Stuay: 50

Ser1ous/UnsxpzcTen SipE ErrecTs N SU3JZeTs PARTICIPATING It PRouzCT(IF 1ONZ SO STATE):
None

Coxcusions: T3 receptors are decreased in circulating white cells:

PusLICATIONS 02 ABSTRACTS. FY-82: Manuscript submitted to the Journal of Endocrinology

and under evaluation.
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Datz:300ct82

Viox Lutr o,

t 1398

Statys:  Inrimiy X Fres,

Staariis Dave:

June 1978

parz or CowreTicn: 30 September 1983

Key Yoons: Hypocalcemia, osteoblasts, cancer

Tine ¢ PRoJiCT: gprydies on the pathogenesis of hypocalcemia in tumors
associated with osteoblastic metastases

PancraaL Invesricarsals): H. Linton Wray, COL,MC, Robert C. Smallridge,LTC,MC

Assccrate lpvesTrcarsa(s):

FaciLity: WRA&T

Depr/Suvc:

Marcus Schaaf, M.D., John Horton, M.D., Wayman W.

Kyle Metgboldic Unit

LY g

AoccuruaTivs (S

CASE Cosr:

Pecesaarive Courract CosT:

hecwmnative Suepiy Cost:

None None $8919 .
"FY-83 FEDCASE: Conrnact Cost:  Sueevy Cost: Dare or ComiTise fermovaL OfF
$5000 $2000 $2500 Fanua. PRoZa253 PEPCRT %
Stuoy dsuzcrive: i
- See Attached
TecuniCAL RoprOACH:
See Attached
" Presa:zzs Duarns FY-82:
: See Attached
Nuaser oF Susszcrs Stupied:
FY-82: 0 ToraL (7o pars): 0

Berors Covseetion o7 Stugy: 8

Sertcus/Unsxazcren Sinz Errects 1 Susszers Paamicrearia6 1 Prcuzes(ir nonz s stass):

None

ConrLusics:

Deferred

PusLICATIONS 02 AssTRacTs. FY-32: Nome




1398

Work Unit No:

Study Objective: To determine whether the hypocalcemia seen in some
patients with osteoblastic metastases is due to hypoparathyroid, secondary
hyperparathyroidism with an abnormality in vitamin D metabolism, ot an
unidentified humoral substance with osteoblastic activity.

Technical Approach: (1) 24 hour urines for calcium, phosphate, creatinine
and other substances.

(2) Serum for Ca, PO4, Mg, alkaline phosphatase,
parathyroid, vitamin D metabolites and other substances.

(3) Calcium and parathormone infusions

(4) Bone marrow biopsies for tissue culture to test
in vitro the cells' ability to incorporate ~“H-proline into collagen.

Progress During FY82: Vitamin D metabolite assays were standardized.

(R O S
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Datg: 140ct82 | Voox Luer Ba.: 1399 Stavus:  fhremu X Free

Staaris Darg: May 1978 Dire ¢ ComreTici: 30 September 1983
Key }oons: Parathormone

Tine c7 ProszcT: an assessment of parathyroid hormone (PTH) levels in normal
subjects and in patients with disorders of calcium metabolism,

PR[.":C!?AL l”'og': T[G;\YQR(S);H.LmtOH Wra ,COL,MC, Robert C. Smallrid e,LTC,MC
Asscctare Tvesricarsals): rcus Schaaf, MD, Wayman W. Cheatham, LTC(P), MC
[ thl R4 .

Faciivy: WAL . Depr/Suc:  Kyle Metabolic Unit
Accearativz MEOCASE Cost: hecuraative Conmract Cost: hecwan arive Suppiy CosT:
None : None $94 54
"FY-83 FEDCASE:  Conrmact Cost:  Sussey (osT: Date o7 CoanTize Ferrova 07
$5000 $1800 $3000 Frnym. Prosazss Pepcar EES 25 1983

Stuovy Osuzcrive: To establish the ranges of serum PTH levels in normal subjects
and patients with metabolic disorders

TECuiicaL APPR0ACH: Venipuncture for blood samples to measure PTH levels. The
Nichols Institute kit has been utilized in the past. We are now developing

een provided b

‘Analysis of data from 75 samples showed the Nichols
Institute kit assay to be of only marginal usefulness.

" Presazss Duatns FY-82

Wser oF SusszcTs StudiEd:

Fy-g2: 30 TorzL (vo pars): 110 Bzeorz Corsvrertion o Srusy: 200

Szricus/nzxezcren Sioz Errects 111 Suzszers PaaricieariiG 1n Prouzet(is oz $3 STaTs):
None :

Concrusicus:
Deferred

PusLicarions 02 AssTracTs. FY-82: None

Technical Approach (continued) Dr. L.

E. Mallette of Baylor

Medical College.




Dare: 20 Oct 82 Homk Gt fo.: 1300-78 Sratus: Inrerim X Froaw

Startirs Date: 1978 Dite oF ComeveTion: 1982

Key lopns:  Triiodothyronine/Immunoassay

TiTLe cF Progsct: The Development of a Radioimmunoassay of Triiodothyronines

Pairctaa lsvesticaror(s}): Kenneth D. Burman, LTC, MC

Asscciate Investicaror(s):

FaciLity: WRAYC Depr/Svc:
Accumrative FEDCASE Cost: Accumaarive CoutracT Cost: Accumuative SuppLy CosT:
FY-83 IEDCASSE:  Cowtmact CosT:  SuseLy Cost: Date o Comitree Feerovar OF

_ Famyat, Prosrsss PepcrT £S5 £5 19mM

———— —— e

Stupy Osuzctive: To utilize rabbits to make antibodies against routine horfiones
such as 13 and against more difficult sophistocated material such as TSI, T3
receptox, TSH receptar

TECHNicAL APPROMCH: Rabbits are injected with conjugate and the hapten and they
are bled 3-6 months later.

Prose:ss Duains FY-82: Antibodies are presently being generated against thyroid
stimulating immunoglobulin, the protein which causes hyperthyroidism.

Nuser oF SusuzcTs Stupiep:  Animal Protocol
Fr-8; Tome Tora (vopare); _ NOM® Berore Cowsverion of Stusy:

Sertous/UnexpecTen Sios Errects 1n Suzuzets Paaricipating i Prouzet(iF noxz so sTate):
None
noLusions: None  yet.

PusLicaTions o AssTracts. FY-82: None
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Darz: 8 Oct 82§ ook Lurr My,: 1303-78 StiTys:  JEIOSXX Fiee., ;
Sraariis Oare: 9 June 1978 Date oF ComeeTicn: 1 October 1982 ;

Key {ioons: Hypothyroidism, Drug Metabolism

TinEe c7 ProuicT: Studies in the Alterations of Drug Metabolism in Hyperthyroidism i

Paincraa. Isvegricarsals): Robert A. Vigersky MD, Kenneth Burman MD, Leonard W-ortofsky

Asscciatg livesTicarsa(s): Jnseph Bruron, Robert Smallridge. lack 0'Rrian

Faciivy: WAL ) Depr/Svc:_Kyle Meraholic Unit
Accerarativs FEDCASE CosT: Aecuwaative Convract Cost: fecunarive SuepLy CasT:
None . None $179.20 i
"FY-83 FEDCASS:  Cowrtnact Cost:  SuspLy CosT: Dare oz CormnTise ferrovaa(s :
FanvaL ProzRzss RePCRT “g 25 1983 |
:

Stuoy Q3uzcTive: ,
See Attached

TECuN AL A2PROACH:

See Attached

" Precsazss Duaing FY-82:
See Attached

liwser oF Susszcrs Stupisa:

FY-82: None Tora. (o pate): 2 Berors Comerevion oF Srugy: 2
Sertcus/Unzxracren Sioz Errects tn Susszcrs PRaricipartes It Pacuzer(is 110N s9 sTatD);
None

CoucLusicys: Qur second year fellow, Anthony Zavadil decided not to pursue

the completion of this protocol and thus we are requesting that it be
terminated.

Pus.  sT1oms 02 A33TRacTs. FY-32: None

Y 3




Work Unit No: 1303-78

Study Objective: To determine if changes in metabolism of drugs used to
treat hypothyroidism are due to the elevated thyroxine levels per se or mediated
through beta adrenergic affects.

Technical Approach: Methimazole and dexamethasone clearance rate will be
determined in ten hyperthyroid subjects before therapy while on beta blockade
and when ultimately euthyroid. Cardiovascular status will be monitored by
assessment of ejection fraction and cardiac output using radionuclide

imag ing.

Progress During FY82: Nome

70
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Datz: 8 Oct. 82 Yok Unit No.: 1304-78 Stavus:  Interiv X Firoae,

Startins Date:  July 1978 Date_oF CowLeTioN: 2-3 years

Key beras: Acromegaly/cardiac function
Titte cF Prouzct: Radionuclide Assessment of Cardiac Function in Patients
with Acromegaly

PaivcreaL Investicator{s): Robert C. Smallridge, LTC MC
Asscctate luvesticator{s): M. Schaaf, M.D.; S. Raible, MAJ MC; D. VanNostrand, LTC MC

FaciLiry: WRANC Depr/Svc: Medicine/Endocrinology
Accusumarive FEDCASE Cost: Fecunnative Comract CosT: Rocunuiative SueeLy Cost:
-—- -— 1,400.00
FY-83 EDCASS:  Contmact Cost:  Su T: Date o7 CormitTres feprovaL 0fF ;
- - i B%:' Famyar Prosasss Pepcat FE Br25 1983 ;
i

Stuoy O3J2CTIVE:To determine whether acromegalic patients have impaired left
ventricular function. . ,

ThcunicAL Bopaoaci: Multigated radionuclide angiography (MUGA) scans are done
before and after bicycle exercise to evaluate cardiac contractility. This
procedure involves injection_ of 99_technetium to label human red blood cells.
Prosazss Duatis FY-82: The protocol was modified to study subjects before and
after exercise, to look for earlier evidence of cardiac dysfunctionm.

Nuser oF SusJzcis Studted: Open ended -
FY-82: 12 Tora. (o pave): 30 Berore CowLETION OF Study: 3&%12:23“““3*“‘

Szei1ous/UnexpecTed Sins Errects 1n Susgzcts Pazticipatiis 1t Prsuzet(iF moNe s STaTe):
None
ConcLusions:

Data are being analyzed.

PUBLICATIONS OR ABSTRACTS. FY-82:

None




CISPOSITION FORM

For use of this form, see AR 340-15; the proponent agancy is TAGO.

MEFERENCE OR OFFICE SYMBOL SUBJECT
SGRD-UWH-D Review of Annual Progress Reports (APR)
70 C, Clinical Invest Svc, WRAMCFROM C, Dept Clin Phys, WRAIRPATE 10 Dec 82 . oMT 1

LTC Smallridge/cy/63014

1. The following information is provided in response to the reviewer's comments on my APR
for Work Unit 1304-78;

a. The completion date is not open ended. Please note on line two of the APR that a date
of completion of 2-3 years is expected. What is open ended is the number of new patients to
be studied during that time, since the number of new acromegalics who will be arriving at our
institution is unknown. The original protocol submitted and approved in 1978 did not specify
an exact number of patients to be examined.

b. I take umbrage at the reviewer's comment "no conclusion after 4 years!". Had he read
our APRs for 1980 and 1981 he would have seen our conclusions based on our experience using
rest MUGA scans. Our previous APR also referred to our published abstract (Clin Res 28:
198A, 1980). An addendum to this protocol was submitted to the CIS (see DF of 17 Aug 81,
copy attached) and was approved to change our protocol to study patients using exercise MUGA
scans. The conclusions ip our 1982 APR refer only to the achievements relating to our
revised study. We are quite pleasedthat twelve patients were studied in the past year, and
do not find it unreasonable to defer any conclusions until more patients are examined and the
data analysis is finalized.

[\ ; 7 A
= it 2
Incl ROBERT C. SMALLRIDGE, M.D.

LTC, MC
Chief, Dept of Clinical Physiology
WRAIR

M m 2‘98 PAEVIOUS SDITIONS WILL 8E USED & U.8. COVEMNENT PRINTING OWPICE: i902-172-71)
AV
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DISPOSITION FORNM
i Fot use of this form, 220 AR 340.13, the srepanrent agency is TAGCEN.
REFERENCE CR OFFICE SYMRQY SJMECT
HSWP-ME Addendum to Protocol, Work Unit # 1304-7%
70 C, Ciin Invest Sv¢, WRAMC rrom  C, Dept Clin Physiology, oate 17 August 1981 ¢mr

WRAIR

1. During the past 2 1/2 years, radionuclide multiple gated acquisition (MUGA) scans have
been performed on many of our acromegalic patients under the auspices of a protocol entitled
"Radionuclide Assessment of Cardiac Function in Patients with Acromegaly." A preliminary
report of the data (Mutter, Smallridge, Oetgen, et al. Clin Res 28:198A, 1980) has suggested
that some patients with acromegaly may have impaired left ventricular (LV) function. A more
sensitive rneasure of LV function can be obtained by performing MUGA scans before and after
bicycle exercise, a technique only recently available at WRAMC,

2. Request permission to change ¢ protocol to permit perfermance ¢f exercise MUGA
scans. The details of this procedure have been outlined in another protoce] (Work Unit #8051)
and the appropriate methodologic considerations and radiation dosimetry are attached tc this
DF. Also attached is a revised Patient Consent Form for this procedure.

ROBERT C. SMALLRIDGE, M.D.
LTC, MC

Chief, Department of Physiclogy
WRAIR
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Darg: 8 Oct. 81 Yosk Luir No.: 1305-78 Status:  Interin X Firon
Starting Dave:  July 1978 Pare_oF ComeLevion: Early 1983

Key toros: Thyroid hormone/breast cancer
Time cr PrauzcT:

Breast carcinoma and thyroid hormone receptors

PrivcreaL InvesTicaton(s): Robert C. Smallridge, LTC MC

Associate luvestiGaros(s): Keith Latham, Ph.D.

Facnuivy: WRAC Depr/Sve: Medicine/Endocrinology

Accumrative FEDCASS Cosr: Accuaarive Conitract Cost: Accumuative SuepLy Cosr:

FY-85 FEDCASE:  Cowrract Cost:  SuspLy CosT: Date oF Comitrec iepaof_p 0 .
— - 200.00 FawuaL, Prozazss Repoar FEB © 159

L e LYYy ey Syt

Sty 03U2CTIVE: To determine whether thyroid hormone receptors can be
identified in human breast carcinomas

TECHN:CAL APPROACH:

Breast tumor is frozen in liquid nitrogen and processed

Prosazss D‘R"‘? F-8: pevievers of manuscript have requested additional data.

Rusza oF Susdzcrs Studien:

FY-82: - ToraL (vo pate): 5 Berors ComeLerion of Stusy: 7

Serious/Unexpzctep Sips Errects In SusdzcTs PARTICIPATING In Pag =cT{1F poxz 9 STATE):
Nope '

Coxcrusions: Thyroid hormone receptors exist in breast cancer tissue.
Several additional samples will be examined early in FY 83. Based on
present results, a prospective study is being designed and will be
submitted for review in the near future.

PusLICATIONS GR ABSTRACTS. FY-82:

None

vs AT




Dave: 21 Oct 83 Yomk tuir No.: 1307-78 Status:  [nteriy X Fitar.

Starriis Dave: 1979 Date o ComereTion:

Key Yiomps: Fasting/TSH

Tine cF Proyzct:  The Effect of Fasting Upon TSH Response to TRH

Privcroal luvesticator(s):  Keppeth D, Burman, LIC, MC

Asscciave Jnvesticatos(s):

FaciLrvy: WAL Depr/Svc:
Acaumrative FEDCASE Cost: kecumnative Conrract CosT: AccuvuLarive SupeLy Cost:
FY-83 FEDCASE:  ContracT CosT:  Sueery CosT: Date 07 CouMITTEE ApPROV

FanyaL Prosasss Pepcrt €E8F2 5 1983

Stuov Osuzcrive: To determine the mechanism by which TSH secreétion to TRH1s
décreased in fasting.

TEcHNicAL APPROACH: Measurement by immunoassay of hormone os TSH basally and
after TRH stimulation during fed and fasting periods.

Prosezss Duaing FY-82: Various carbohydrate and fat contents have been fed to
patients but they have not been able to stimulate the TSH.response back to
normal.

Mwser oF Susszcts Stupien:

Fy-g2: 15 Toraw (1o pate): 20 Berore CowLETION OF Stuny: SO

Serious/UnsxpecTeD Sips Errects 1n SusuzcTs PaariciparinG In ProJzcT(IF noNs so STATE):
None

ConcLusions: None

PUBLICATIONS OR ABSTRACTS. FY-82:  Forsham Address, Annual Meeting of the MIlftary
Society of Endocrinology, June 1982 -
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Darz: 210ct82 | Yoo it Mo, 1300-79 Status: Iarerim X Froa

Startiis Dare: 18 Aug 80 Date oF ComereTion: 15 Aug 83

Key Vomrds:  HPLC/Iodothyronines

Time cF Proyzct: Measurement of Iodothyronines by HPLC

Princiaal [svesTicator{s):  Kenneth D. Burman, LTC, MC

Associate luvesTrcatar(s):

Facrurty: WRAC Depr/Svc:
Aecernative VEDCASE Cosr: Accumnative Conitract Cost: Accumuative SuppLy CostT:
FY-83 FEDCASE:  Conrract Cost: SuppLy Cost: Dave o7 CovmiTree AeerovaL OF

FamuaL Prosrzss Report FEB 25 1983

Stuoy O34zcTive: To determine if serum T3 and T4 can be measured by HPLC
and to use HPLC as tool to separate proteins that cause autoimmuno thyroid

disease~
TEchnicAL Aorroac: Either serum extracts or receptor extracts are placed on
a column in molecular weight in number of protein peaks determined.

Prosezss Duaing FY-82; HPIC of T3 and T4 can be performed 1n Serum and fias peen
performed and correlated well with radioimmunoassay values. We are presently
performing the receptor purification techniques.

Nwsea oF SusszcTs Stupien: »
FY-82: _ 3g ToraL (710 pate): 40 Berore ComereTion oF Stuoy: SO

Szr1ous/UnexpzcTeD Sins Errects In Susszets Paavicipating 1 ProuzcT(iF noxs SO STATS):
None -

Concrusions: HPLC can be used to measure T3 and T4 in serum as an alternative

method to RIA.

PusLICATIONS 0R ABSTRACTS. FY-82:
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Date: 21 Oct 83 Yok Lner No.: 1301-79 Sratus:  InTERin X Fita
Startiig Date: 1 Jan 79 Date oF ComeLeTion: 1 Jan 84
Key Wicrys: Metabolic Condition/T3 Receptors

Time cF ProuscT:  Effect of Various Metabolic Conditions and T3 Receptors
on Circulating Cells

PrivcipaL InvesTicator(s);  Kenneth D. Burman, LTC, MC

Assccrate Investiearor(s):

FaciLivy: WRAHC Depr/Sve: |
Accsunative FEDCASE Cosr: Fccurmaative Coitract Cost: RecumuLaTive SuppLy Costi :
3,000.00 5,338.70 39,158.92 ;

FY-83 FEDCASE: Cowntract Cost:  Supery CosT: Dave or CommiTree forrovar 0F i
. hawyar, Prozazss Reporr ?E(, < 1383 ;

Srupy O3uzcTive: To determine if T3 receptors in white cells are altered in
various metabolic conditions.

TecunicaL ArproacH: The obtaining and separating of T3 receptors by Ficoll '
Hypaque isolation and measuring by Scatchard Analysis of T3 and T4 Receptors.

Prosaz3s Duzins FY-82: We have investigated using solubilized and unsclubiliZed
techniques. T3 receptors in diabetes and critical illness and it appears
that both of these states are associated with decreased number of receptors.

Muwser oF Susszers Stupien:

Fr-82: 20 ToraL (1o pate): 30 Berore CowreTior oF Stusy: 20

gaer{ous/l]r =xPECTED Sipg Errects In SusszcTs Parriciparing 1n Prouzet(1F roxz S0 sTATS):
one

ConcLusoMs: T3 receptors are decreased in circulating white cells.

PuBL1CATIONS 0 ABSTRACTS. FY-82: Manuscript submitted to the Journal of Endocrinology
and under evaluation. '
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Date: 8 Oct 82 | Mook Uutr Ma,: 1302-79 Status:  Iwrzpist e o4

Srazris Date: 24 April 1979 Darz ¢ CowLeTiC lz/Lq‘A‘SSE'LtJoQg:S(tend this to
Key Yooos: Hodgkin'g Disease, Sterility, Gonadal Damage

TitLe ¢7 ProJzcT: Prevention of Gonadal Damage in Men Treated with Combination
Chemotherapy for Hodgkin's Disease and Histiocytic Lymphomas

PancraaL [seresticarsalis): Robert - D

Assccrate Tavesticarsals):

Faciivy: W4T ) Depr/Suc: Kyle Metabolic Unit, Hemotology/Oncology
Aecewarive FEDTASE Cest: BecueaaTivz Coivract Cost: hecusmnative Sueeiy Cost
$3875 . $11608 $283.55 .
"FY-83 FEDCASS:  Conrmact Cesv: Sueeiy Cost: Dare or CommiTTee fepacva
0 $10,000 $1,200. FrnuaL PRozRzss Pepear ?g 25 1333

Sruoy Q3gzcTive: _
See Attached

TecunicaL A2PROACH:

See Attached

Presazzs Duains FY-82:

See Attached
fiwsea oF SusszcTs Stupr=d: .
FY-82:_ 21 JoraL (vo patz): 35 Bzrors Coreeetion o7 Stusv: 20

Szr 1088 Ungvozc72p Sipz Erszers 1 Susszess Paaviciparing 1 Pocuzes(i7 novz s9 stats):
None

ConeLusiens: yen with Hodgkin's Disease have pretreatment abnormalities

of gonadal function suggestive of a combined abnormality of both the
pituitary and the testis. This is markedly different than patients with
other malignancies suggesting specificity to the abnormality in Hodgkin's
Disease. .

PusLICATIONS 02 AssTracTs. FY-32: Vigersky RA, Chapman RM, Berenburg J, and Glass AR,

"Testicular Dysfunction in Untreated Hodgkin's Disease', American Journal
of Medicine, October 1982,




Work Unit No: 1302-79

Study Objective: To prevent the germ cell and leydig cell damage induced
by combination chemotherapy in the treatment of Hodgkin's Disease and
Histiocytic Lymphoma.

Technical Approach: Men with the above diagnoses are treated before induction
of chemotherapy with testosterone annanthate 200 ml i.m. weekly for at least

two weeks in order to suppress their testis. Sperm counts and a short HCG test
are performed before and after cessation of chemotherapy (approximately i
6 months later).

Progress During FY82: Of the four patients eligible for this protocol
during this past fiscal year only 1l patient was entered because their was
refusal on the part of two and one had to be treated on an emergency basis.
In addition nine patients with Hodgkin's Disease and eleven patients with
otner malignancies were tested with semen analysis and short HCG tests prior
to their therapy.
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Dare: 250ct82 | Hoek Univ No.: 1304-79 Status: Intemim X Fira
Srarriis Dave: Dive oF CometeTiON: }
_Key Yomds:

Tine ¢7 ProuzcT: Thyroid Hormones in Cerebrospinal Fluid

PrircipaL lnvesricaroals):; Kenneth D. Burman, LTC, MC

Asscciate lnvesTicator(s): Pprentice Thompson LTC, MC

FaciLity: WAL Depr/Svc: KMy

Acasrative FEDCASE Cost: Accumpative Conitract Cost: Accuwative SueeLy CosT:

FY-83 FELCASS:  Contract Cost:  Sueery Cost: Date oF ComiTree FeerovaL O
. Fewwer Prosazss Pepoat EER 9 5 1993

Stuoy O3szcTivE: To measure thyroid hormone levels in CSE.

TecuNica PoppoacH: GCSF 1s obtained from routine clinical samples and T37T4
Ievels "aTre measured.

Prosrzss Duatne FY-82:

Muser oF Susszets Stupien:

Fy-82: 30 Tora. (1o parg): 30 Berore CompLeTion oF Stusy: 0

Sertous/UnexpscTep Sioe ErrecTs IN Susuzets PARTICIPATING It ProuzcT(1F nonz SQ STATE):
None

Concrustoms: T3, T4, and rT3 exist in CSF.

PusLicaTions o ABSTRACTS. FY-82: JCEM




Date: 15 Sept 8{ Voax Uuer fio.: 1308-79 ) [Sn.ru, firei X Fira

StarTiis Date:  N/A Date or Cometemicii: N/A

Key Vice0s: amenorrhea, stress
Tite ¢F Progscy: Stress-induced amenorrhea in military cadets.

Paincipai Isvgsticaroals): Allan Glass MD LTC MC

Asscciate Imvesticaror(s): Leigh Wheeler MD LTC MC

Facieity: WRANC Dz PT/S"c Endocrlnology-Metabollsm

Accum ATivE E'EBCASE CosT: Af'cu WLAT [VE CG.nRACT Cost: RocusuLaT(vs SJ;;;;_E;;;-"

by : 0 - o

FY-83 FEDCASS:  Cowreact Cost:  Suspry Cost: Dare oz CommiTies foraoy, 1)h .
a__ 8 000 1,500 FanusL Procazss Reroar BE- FE. 1083

B LSy g et egmeg g gy hmpiptey

Stupy J342CTIVE: To explore the mechanism of amenorrhea which develops in
female West Point cadets

TECHiicA, APPROACH: performance of ovarian function tests in normal and
amenorrheic female West Point cadets.

Prosaz3s Duains FY-82: Trip to West Point made to recruit volunteers- no
cadets volunteered. One co-investigator has left. Will consider another

—xecruiting effort in FY-83.
lusza oF Susazcts Stupien:

FY-82: o Yotz (70 pate): 0 Bzeors Cowerevion 07 Stusv: 19

Szriousfnzxezcren Sics Errects i Susszers Paavicipatiig 1 Prouzci(iF oz s9 STATE):
None ‘ ' o

Concrusions:
Deferred-no data yet

PusLICATIONS OR ASSTRACTS. FY-S82:

None




Dare: 8 Sept 83 Mox Luir fla.: 1310-79 Sratus:  InTERIY B
StaTing Darg: 3 July 1980 Date_of Comerion: 3 July 1983
Key \oons:  Hirsuitism, Cimetidine

TitLe ¢r ProuicT: Pilot investigation for the treatment of hirsuitism with oral
cimetidine.

Princi2aL lswﬁsr(ca\rcnfs):R"bert A. Vigersky, M.D., Allan R. Glass, M.D., Ira Mehlman, MD
Assccrare livesTicaTor(s): '
Faciivy: WRAC Depr/Sic: Kyle Metabolic Unit
Recuswrative FECCASE Cesr: Accuvaattve Convract CosT: hecwwi ative Suppey CosT:
0 §22,574 $9,828.10
Fr-83 FEDCASS:  Conrmact Cost:  Suseuy Cost: Date or ComiTise Aperovy
0 $10,000 $1,200 Fanus Prozazss Pepcar 8 2 S 1983

Stuoy dsJzCTIvE:
the mechanlsm of its effect.

TecumicsL AopposcH: Women with hirsuitism are studied with a 24 hour ACTH infusion

Q 20 min. blood sampling for LH and FSH over 8 hours, and a TRH test before and
after 3 months of taking cimetidine 300 ml 5 times daily. Hair growth rate is
Proscazss Duains FY-82: An additional four patients have been studied during this
fiscal year. The results of the study on these patients has by and large mirrored

uwmmmxmm“uwiw in hair growth rate

lis3er oF Susszcrs Stupied:
FY-82: 4 ToraL, (TO DATE): 14 Bzrorz CowereTion o7 Stusy:

20

Szeicus/nzxrzcrep Sips Errects i Susszets PaaticipariiG 1t Prouzet(iF nomnz s stavs):
None '

Coucrusions: cymetidine is a safe effective treatment of hirsuitism regardless
of the idiology. Its effects are reversable and there is a 50% decrease in the

rate of hair growth.

PusLicaTIoNs o AssTRacts. FY-82: y oo

Technical Approach (continued): determined before and while on
cimetidine by shaving and weighing a measured area of hair growth.

Progress During FY-82 (continued): during the time the drug is
administered. A protocol for the administration of cimetidine
and spironolactone in topical form has been applied for and is
waiting approval by the Office of the Surgeon General.
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Darz: 8 Oct, 82| Hosk Lait fio.:1311-79 Stavus: Interin X Fira
StarTi:5 DatE: November 1979 Date oF CoweLeTion: 1-2 years

Key \ords: Subacute thyroiditis/biosynthetic defect
TITLE cF ProJzcT: Assessment of thyroid function and the intrathyroidal bio-~
synthesis of thyroid hormone during the acute and recovery phases of subacute

thyroiditis (SAT)
Princieal lssesTicaror(s): Robert C. Smallridge, LTC MC

Asscciate livesTicaroa(s):L. Wortofsky, COL MC; K. Burman, LTC MC; N. Wwhorton, GS-11

FaciLiry: WRAMC Derr/Svc: Medicine/Endocrinology

Ao ative FEDCASE Cost: Bccumpartve Courracr CosT: Accuv.ua:p\nvs SuppLy Cost:

FY-83 FEDCASS:  Cowrmact Cost:  SuepLy Cost: Dare or Comitrec Aerroya O
. 51.000.00 $2,500.00 Famyar ProsRzss RepGRT ﬁ’B 25 1983

Stuoy O3uzcrive: To determine the frequency with which an intrathyroidal blosyn-

thetic exists in SAT, what the HLA type of SAT patients 1s, and whether
nt _hypothyroidism

TEcHuiCAL APROACH: Blood tests and fluorescent scans are done every 4-6 weeks
until the disease resolves. A 3-hour RAIU with perchlorate discharge is
done in tissue typing lab.

Proszess Durinc FY-82: Four new patients enrolled in study and are being Tollowed.
HLA typing has been completed on 13 subjects.

Nuser oF SusyzcTs Stupred: |
FY-82: & ToraL (o pare): 16 Berore ComereTion oF Stysy: 4 more

Sepious/Unexeecten Sios Errects v Susuzers Participaring 1 Proyzet(1F RoNE S STATE):

—None.
Loy ons: Several patients have profound hypothyroidism and biosynthetic
defects. HLA typing data are presently being analyzed.

PusLICATIONS 03 ABSTRACTS, FY-82:
None
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Dare: 8 Oc. 82} Yomk Uner No.: 131379 Sratus:  InTERIM_ X Fiooa
Dave oF ComereTion: Indefinite

Startiis Date: November 1979

Key hioros: TSH/radioimmunoassay

Tine cr ProgecT:
A Radioimmunoassay for Human TSH

PrircipaL InvesTieator(s): Robert C. Smallridge, LTC MC
Assccrate Imvesticaror(s): R.C. Dimond, COL MC; Nancy E. Whortom, GS-11

Faciiiry: WREHC Depr/Svc: Medicine/Metabolism
Accern ative PEDCASE Cosr: Accenative Conimract Cost: Accumurarive SuepLy Cost:
FY-83 FEDCASE:  Contract CosT:  SupeLy CosT: Dare oF ComiTieEg Ferrova,. OF

—_— - $500.00 fomusL Prosazss Repoat B 235 1983

Swudy 03J2CTIVE: Ongoing need for sera from hyperthyroid subjects to maintain
RIA support of human research studies

TEcHNiCAL APPROACH:

Venipuncture

Prosazss During FY-82: Sera was obtained from two volunteers.

RuaEr oF Susdzcis Studied:
FY-82; 2 Tota. (topate): 8  Berore CoweLeTion oF Sruny: 2/year

Ser1ous/UnexpecTep Siog Errects v Susuzets ParTiCiPATING I Prouzet(1F 1oNz SO STATE):

uoge
Concrustons:

None eipected

PusLicaTions o AssTracts. FY-82:

None

YOR SO




Date: 250ct82 | Wosx Unir Bo.: 1314-79 Status: Inrerim X Frow

Starti:s Dave: Dare o ComeLeTion:

Key Voros:  Ipodate/Thyroid Function/Fasting

Time cr Prouzc™:  Examination of the Effect of Ipodate (oragrafin) on
Thyroid Function .

PrinciaaL lwvesTicaror(s): Kenneth D. Burman, LTC, MC

Asscctate Imvesticator(s): Robert C. Smallridge, LTC, MC

Dept of Med/KMU/Endo? Dept of Physio

FaciLtry: WRAYC Depr/Sve:
Accumuarive FEDCASE Cost: Accuaative Coitract CosT: Accuvuative SuppLy Cost:
"FY-83 FEDCASE: Cowrtract Cost:  Supey CosT: Date or Camitres Aerrovar OF

___ Fawyp, ProsRzss Repcar FEB-05

Stuoy OsJzcTive: To determine if Ipodate administration alters TSH respomses.

TecunicaL Aeeroacw: Ipodate is administered both in the fed and Tasting periods
and 13/T% Tevels are measured.

Prosesss Du2ins FY-82:  Approximately 25 patients have been studied and it has
been determined that Ipodate inhibits inter-thyroidal and inter-pituitary
T4/T3 conversion. TSH response to TRH increases with Ipodate is administered.

lumser OF SuzJecTs Stubted: »
FY-82: 30 Tota (1o pate): 30 Berore ComereTion oF Stuoy: 40

Szr1cus/UnsxezcTeD Sipg EFFecTs IN SUBJZCTS PARTICIPATING 11 PROJZCT(IF 1oNE SO STATE):

None

CoxcLusions: Ipodate alters extra thyroidal conversion, especially occurring
in the pituitary and that Ipodate decreases TSH basal levels and response
to TRH.

PUBLICATIONS 0 ASSTRACTS. FY-82: Manuscript submitted to the Journal of Clinical
Endocrinology

Progress During FY-82 (continued): This effect of Ipodate is
blocked by T3 administration.
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Datz: 8 getr 82 | Vaox Luer Ba.: 1315-80 Statys:  bexxmms) Fieoa

Starring Oate: 13 Noy 1979 Date of CamceTion: 13 Nov 1982

Key }090s: Sex Steroid Receptors, Thymus
TitLe ¢7 ProJzcT: Sex Steroild Receptors in the Mouse Thymus

Princioar lsesesticarsals): Robert. A. Vigersky, M.D.
_Assccrate Investicaraa(s): :

Faciivy: WAL ; Depr/Sic:  Kyle Metabolic Unit

Accurararivs FECGRE Cosr: hecuraartve Comract Cost: | AccwmpaTive Syppry Cost:
$2850 " $None b > 475 (i

"FY-83 FEDCASE:  Cowrmact Cost:  Suppy Cost: Date oF CosmTrse feprovaL 0

Frnuae. Prozazss Pepcar F:EB 25 1983

———

Srupy Osuzcrive: ‘ -
See Attached

TECHHICAL APPROACH: See Attached

" Presazzs Du2ins FY-82:

See Attached

Purssr oF Susszers Stupisn:

FY-82: Not Appl. ToraL (10 pate): Bzrors ComeLeTion 0F Stusy:

SericusMuzxpzcten Stoz Ersects n SusszeTs PaaticreartiG 1n Prouzer(i7 ponz s9 stats):
Not Applicable ’

Concrusiens: zq androgen receptor defect may be present in the male NZB
mouse thymus and this may be linked to immunologic problems in this
mouse model.

PusLicaTions 02 AssTracTs. FY-82:

"Murine Thymic Androgen Receptors II: Comparison of NZB to Normal Mice",
Journal of Immunopharmacology,in press 1982

Vigersky RA, Raveche ES, Tjio JH, and Steinburg A.




Work Unit No: 1315-80

Study Objective: To determine whether there are receptors for testosterone
and estradiol in a mouse thymus gland.

Technical Approach: Normal and NZB mice are used to determine the presence
or absence of cytosolic and nuclear receptors in their thymus gland.
Thymucitu is homogenized and centrifuged and the cytosol is used in studies
of binding of estradiol and dihydrotestosterone.

Progress During FY82: No further progress was made on this protocol during
the past fiscal year.
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DISPOSITION FORM

For use of this form, see AR 340-15; the proponent agency is TAGO.

REFERENCE OR OFFICE SYMBOL SUBJECT
HSHL-ME Protocol #1315-80
rto U, DCIT FROM Robert A. Vigersky, MD pave & Feb 83 CMT 1

Dr. Vigersky/ecc/61793

l. We wish to keep this protocol active so that future studies can be expeditiously
performed based on current work on techniques being developed at this time.

2. No budget is requested for FY 83,

YANEeY) i

ROBERT A.[ WIGERSKY, M.D.
LTC, MC
Asgistant Chief, Endocrine-Metabolic Service

t | 88
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Darz: 250ct82 | YHosk Unit Mo.:  1316-80 Sratus:  Interim X Fiio
Starriis Date: Date oF ComeLeTiON:

Key YoRras:
Tine cr ProvscT: T3 Receptors in Human White Cells and Liver

Prixcieai Investicaror(s): Kenneth D. Burman, LTC,
David Peura, LTC MC, Leonard Wartofsky, COL, MC, Keith

Assccrate levesTicaror(s): ing-Djuh
FaciLity: WREKC I Dept/Svc: Dept of "Med/Endo/KMU/DCI/GI

Pecurative MEDCASE Cosr: fccumuative Coumract Cost: Accuvuative SuppLy CosT:
FY-83 FEDCASE:  Contract Cost:  Sueery Cost: Dare or ComiTTEE APPROvAL OF

FanuaL Prosrzss ReporT EER 2 § 1043

Stuoy O34zcTive: To determine T3 receptor activity in human liver, nuclear
preparations, and membrane preparations and to see if they correlate with
assessment in-white cells

TECHHICAL APPROACH: Nuclear and membrane receptors are s1olated by ultracentrifugation
techniques and radioactive labelled T3 or T4 is added to these preparations and

Prosezss [uaiis FY-82: Three patients have been studied and the preliminary
results indicate that the binding is similar to that obtained in earlier

studied of peripheral white cells.

fuser oF SusJszcTs Stupied:

Fr-82; S Toraw (70 pate): Berore ComsLETION 0F STUDY:

Sertous/UnexpecTeD Sips Errects v SusuzeTs Paaticipatiig 1n ProuzeT(1F MONE SO STATE):

—None : :
Concrusions: T3 receptors exsist in the thyroid gland.

PusLicATiONS OR ABSTRACTS. FY-82: None yet.
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Dave: 8 Oct 82 | Vaoax Uurr fla.: 1317-80 Statys:  IkrEmin Fre. X
Srarri:s Dare: 11 December 1979 Dare or ComieTion: 1 October 1982

Key }ioons; Hirsuitism, Adrenal, Androgen
Tine c7 ProuicT: Investigations of the Idiology of Idiopathic Hirsuitism

Princioal Invesricaroals): Robert A, Vigersky, M.D.

Assccrate Investrcarsa(s):

Faciivy: WAL ' Depr/Sic:_gyle Merahqlic Unit
Accurap Ative FECCASE Cost: Accuisnative Conimpact CosT: fecuuearve Suppiy LosT:
None 5800 None-
"FY-83 FEDCASS:  Cowrmact Cost:  Susery Cost: Datz oF CosniTise feecvar 0F

Frnus Prosazss Pepear

Svuov dsuzcTive: ,
Study Objective: To determine whether women, usually classified as
having idiopathic hirsuitism, have a subtle defect in adrenal steroid-
genesis. This would permit the rational treatment of these patients with
dexamethasone suppression of the pituitary adrenal axis.

Technical Approach: Infusion of ACTH over 24 hours with free- and post-
ACTH measurement of adrenal steroids in the urine and plasma.

Progress During FY82: No further progress in this protocol has been made.
FY-82: None ToraL (vopatz): g Berorz CoreLeTion o7 Stugy:

10

Szricus/Unzxezctep Stz Errecrs v Su3szets Partcrpariig 1 Prouzer(iF nonz s stars)
None

Concrusicus: Few if any patients with idiopathic hirsuitism have mild forms
of congential adrenal hyperplasia. '

5 ns 02 AgsTracTs. FY-82:
PUSLICAT(0%S 02 AB3TRACTS None
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Darz: 250ct82 | Woax Guit fa.: 1319-80 Status:  Iwremi X Freal
Startiis Date:  May 1980 Date o CovereTion: May 1984

Key liopns: Cystic Mass/Thyroid Gland/Thyroid Hormone

Tite ¢F ProuicT: Does Thyroid Hormone Administration Decrease the Size of
Cystic Mass in the Thyroid Gland

PrincieaL luvesticatorf(s):  Kenneth D. Burman, LTC, MC

1cator(s): Robert C. Smallirdge, LTC, MC

Assccrate lnvest

Factiry: WRAK Depr/Sve: Dept of Med/Endo/KMU/Dept of Physio WRAIR ,
Accur avive FEBCASE Cosr: Fccursaative Coitract Cost: Aecumuarive Suepry Cast: l

3,000.00 . |
FY-83 FEDCASS:  Conrmact Cost:  Supepy CosT: Dave o Commitree Aerpoval OF

—_ PrnaL Proazss Report ppg o 5 ;

i i

Stuoy OsuzcTive: To determine whether thyroid hormone administration alfers :
the effects of cysts development in the thyroid gland.

TecHnicAL fopaoac: Patients are randomly allocated to administration of thyroid
hormone or not and sonogram evaluation of whether the thyroid cyst altered.

Prasrzss Duains FY-82: Approximately 10 patients have been includedimthis

]
study and it appears that thyroid hormone thus far makes no difference in
increasing resultion of cysts.

Mumser oF Susszcis Stubied:
FY-82: 10 ToraL (7o pats): 15 Berorz ComeLeTion o7 Stuoy: 50

Seri1ous/UnzxpzcTeD Sioe Ercects 1 SusszcTs Participariig 1ot Prouzct(iF ponz s sTATE):
None '

Coxcrusions: Preliminary studies indicate that thyroid oo does—not——
make any difference in influencing the resolution of cysts.

PUBLICATIONS 0R ABSTRACTS. FY-82: None yet.




Dare: 250ct82 | Yok Uner No.:  1320-80 Status:  Interis X Fipa
Starrisg Dare: 1 January 1981 Date o ComeeTion: 1 January 1984

Key Voeos:  Cyclic AMP/Glucagon
Tine cF ProsscT:  Cyclic AMP Response to Glucagon

PrircroaL [svesticatoals):  Kenmeth D. Burman, LTC, MC
COL, MC, Vincent Butler

Asscciate lwvesticaron(s): H. Linton Wray,

Faciity: WRAC Depr/Sve: KMU
Recumurarive FEDCASE Cost: fecuative ConTract CosT: Reoumuative SJPPLY CosT:
FY-83 IEDCASE:  Contmact Cost:  SupsLy Cost: Date or Co MITYEL FopRova %

o FNUsL PROZRZSS PEPORT #E 25 1827

To ascertain if during the fasting state in humans CyCIic AMP

Stuny JsyzcTivE: I
fesponse to glucagon is altered.

TechnicaL AeproacH: Glucagon is infused in doses of 1-3 ng/Kg/min and cyclic AMP is
measured as formed by the kidney and excreted in the urine. Cyclic AMP measurement
is performed by specific radioimmunoassay and glucagon is noted to increase

Prosezss [uains FY-82:  preliminary work has been done to optimize the assays for
cyclic AMP and thyronine hormones. No subjects have been studied yet.

fiu3gR oF SusdzcTs Stupied:

FY-82: Tora (o pare): Berore Comerevicn o7 Stugy: 20
Sertous/UnsxescTeD Sios Errects i Susuzets PaaricipatiiG 1n Prouzct(1F ;%2 $2 STATS):
None

1 £y
ConcrLustons: None yet.
PUBLICATIONS 02 ABsTRACTS. FY-82: None yet.

Technical Approach: continued

this response. The question of this study is whether the .

response is decreased .1 fasting patients.

v gy




Darz: 250ct82 Yok Unet . 1321-80 Status:  Interim X Firoa.

_Staar s Dare: Date or ComereTion:

Key Vioras: TSH/Physiologic States
Time cF ProsscT:  TSH Receptors in Physiologic States

Paincieai lmvesricarcals):  Kenneth D. Burman, LTC, MC

Asscciate lmvesticatar(s): Yvonne Lukes, Robert C. Smallridge, LTC, MC

Faciiry: WRAL Depr/svc:  Dept of Med/Endo/KMU/DCI

Acctun ative FEDCASE Cost: hecunaarive Coivract Cost: | AccuwuLative SweLy Cost: ‘
3,000.00 : '

FY-83 FEDCASE:  Contract Cost:  Supery Cost: Dare oF CommiTres AeprovaL Of ;

—— FamuaL Prosrzss Rerct FER 25 1997 \

Stuoy D3uzcTive: To determine if TSH receptors in thyroid gland are aTtered

i

in diebates and fasting.

T —

TEcHNicA Aoopoac: Thyroid glands are isolated from rats that have been rendered Y
diabetic or fasting and compared to those obtained during the fed period.

Prosazss Durins FY-82: The studies have been completed and have revealed that TSH
levels decrease in fasting and diabetes and that the receptor levels increase L
but this increase is not associated with an elevation of thyroidal cyclicAMP.

Nun3zr oF Susszcts Stupien: Animal Study

FY-82: TotaL (1o pate): Berorz ComereTion o7 Stusy:

Sertous/nsxezcten Sins Errects 1 SuzizeTs Paarictpariig 1n PasuzeT(iF nose $9 STATE):

Conerusions: TSH regulates it's own receptor.

PusLICATIONS 02 ABSTRACTS, FY-82: None yet.




Dave: 250ct82 | Yook Uniy MNo.:  1322-80 Status:  Interim X Fipe

 Srarring Dare: 1 August 1980 Dave ¢ Cumererion: 1 August 1983
Key Yioros: Calcitonin/Nitroprusside/T3

Tine cF PROJICT:  The Relationship Between Calcitonin, Nitroprusside and T3.

Prixciral Isvesricarsals): Kenneth D. Burman, LTC, MC

Asscciate Imvesricaror(s): Phyllis Kesler

FaciLivy: WREIC Depr/Svc: KMU
Accusrarive FEDCASE Cost: Becurmnative Conmract Cost: Aocumattvz SuppLy {nsT:
FY-83 FEDCASE:  Contract Cost:  Sueery Cosr: Dare or CommiTizz ferroval OF
i Pwys Prozrzss Rercar FER 25 1083
Stuoy Osyzctive: To determine if calcitonin and mitroprusside inhibit thyroidal

conversion of T4 to T3.

TechuicA, FoproacH: Liver homogenates are isolated and incubated with unlabelled
thyroxine and the amount of T3 converted in assessed by radioimmuncassay.

Prosazss Duatns FY-82: Preliminary results indicate that the above compounds,
specifically calcitonin and nitroprusside do not inhibit conversion of
T4 to T3 as was hypothesized.

flwsenr oF SusyzcTs Stupied:
FY-82: TotaL (70 pars): BerFore ComLeTion of Stusy:

Sertous/Unsxpecten Sioz Errects in Suzuzcts PARTICIPATING It PROUZCT{IF #3M2 SO STATE):

NCLUSIONS:  Nitropruss.de and calcitonin do not inhibit T4 to T3 conversion.

PuUsLICATIONS 0 ABSTRACTS. FY-82:
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Darz: 250ct82 | Mook Unit flo.; 1223-80 Status:  Interiy X Firroae

Starring Dare: August 1980 Date ¢ ComoLeTion:  August 1983

Key lioras: TSH/Receptors
TIme c7 ProsicT:  TSH Receptors in Human Tissues

Princieal lnvesTicatgals):  Kenneth D. Burman, LTC, MC
“Yvonne Lukes, lHarold Feuster, Cyndy Ewé€l, Thomas
Assceiate liwvesTiGatoR(s):  giec cher Richard Walton, Julian Davis
Facirry: WRAEHC Depr/Svc:  DCI/KMU/Surgery
Accumuarive FEDCASS Cost: Accummpative Couvract CosT: Accumueative Suppry Cast:
8,725..74
FY-83 FELCASS:  Cowntract Cost:  Susery Cost: Dare or Comitree ferravaL OrF

T Fanua Prosazss Repcrr FER 95 1983

Stuoy Osuzcrive: (1) To measure TSH receptors in Graves' dx non-toxic goiters
Eﬁﬂ‘iﬁ?ﬁiT‘fissue, (2) to use TSH receptors to measure thyroid stimulation
P to measure and compare
TECHNI AL B2PROACH: (a) a, B8, he-per, suppressor cell antibodies used to
by fluoroescence percent of cells that are specific variants in sera and
thyroid glands, (b) radio receptor technique of TSH binding used to determine
Prosazss Duatie FY-82; Basic techniques have been developed and we are presently
measuring and have been able to determine beta receptors are present in thyroid

membranes and we are presently determining whether purified thyroid stimulating
Numsza oF Susszcts Stupred:

ermine

FY-32: 5 Torar (1o pate): 10 Berors CowereTion oF Stusy: 20-40

Sericus/UnzxezcTen Stos Errects v SusszcTs PARTICIPATING IN PPOJ.CT(lr [ONE ST STATE):

None .

Coverustons: (1) Beta receptors are present in thyroid glands, (2) probably
i1splaces binding of TSH and beta receptors, (3) thyroid glands are

infiltrated with abnormal amounts of T and B cells in Graves' disease.

h - .
PusL1cATioNS 0R ABSTRACTs. FY-82: None
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Work Unit #1323-80

Study Objective Cont'd:

a and 8 cell levels and function in peripheral blood and glands of n/s,
Graves', hashimoto's, cancer, and other thyroid diseases, (4) use hybridoma
antibodies against Graves' proteins and TSH receptor probes in ascertaining
thyroid antigens relationships.

Technical Approach Cont'd:

effect of o and 8 cells and their interrelationship in normals, Graves',
etc., (e) thyroid membranes alsoto be used for beta and alpha receptor
memner, (f) IgG and TSH receptor hybridomas antibodies to be used to
ascertain effect of A * E.

Progress During FY-82 Cont'd:

immunoglobulin may displaced these binding cites.

i
1




Datz:15 Sep82 | Mok lnrr No.: 1324-80 Status:  [nrerim X Fira
Staatis Date: N/A Dave oF ComeLeTion: N/A

Key VWiorps: clonidine, catecholamines, pheochromocytoma |
Time cr Proyzcr: Suppression of plasma catecholamines by clonidine

Paincirar Investicatoals): Allan Glass MS LTC MC
Asscciate Invesricaror(s): Kristen Raines MD CPT MC

Faciuivy: WREMC Depr/Svc: Endocrinology-Metabolism
Accemative FEDCASE Cost: Accuranative Coutract Cost: Accu;.m.-\r IEEJQJS'EE;?""
0 0 joso
FY-83 FEDCASE:  Conrract Cost:  Susery Cost: Dare oF ComiTres Aeraova OfF
; : ' : = ComiTTES ovaL OF
Q__ 2,000 4,000 Py, Procrzss RepoRT gep 9= 10p9

Stuoy JsJECTIVE: To evaluate the clonidine suppression test as a means tor
diagnosing early pheochromocytoma

TECHNiCAL ASPROACH: Measurement of plasma catecholamines before and after a
single dose of clonidine.

Presazss DuRins FY-82: "4 subjects studied. Original theory validated by
publications by other investigators. Revised protocol not started pending

final approval from Johns Hopkins.

WisER oF SusdzcTs Stupied:

FY-82; 4 Tora. (to pate): 4 Berors CowLeTion of Stusy: 20

Sertous/Unexeecten Sios Errects v SusszeTs ParmicipatiiG In Prouzci(1F iove so STATE):
Moderate hypotension in 2 subjects after clonidine - no sequelae

Coxcrustons: . . ) .
——=——"" C(Clonidine does not suppress plasma catecholamines in patients

with pheochromocytoma- our results in a very small number of subjects
confirm the data recently published by others in several articles. No data
on revised version of study.

PusLICATIONS OR ABSTRACTS. FY-82:

None




Darg: 210¢t82 | Yook Unet fo,: 1325-80 Stavus:  Interiy X Fiooa

Startus Date:  May 1981 Pate o ComereTion:
Key diopds:  Thyroid/Acetylase '

Time cF ProvzcT: Nuclear Acetylase Activity and Thyroid Hormone Receptors
in Normal, Hyper, and Hypothyrid Rats

PrincinaL lsvesTicator!s):  Kenneth D, Burman, LTC, MC

Associate livesTiGatox(s): William B. Fears, MAJ, MC, Keith Lathan, Ph. D.

Faciuiry: WAAC Dert/Svc:
Ao ative HEDCASE Cosr: Accumaarive Contract Cost: Accwmative SuppLy Cast:
"FY-83 FEDCASS:  Contract CosT:  SuepLy CosT: Date o= ComiTreg feprovaL O

_ kanyas ProsRzss RepoRT EER 25 1993

Stuoy O3yzcTive: To determine if acetylase activity in rats is altered by
thyroid hormone administration.

TecunicAL AspaoacH: Various doses of T3 and T4 were administered to rats
for periods of approximately 2 weeks and liver and white cells are isolated
and the amount of acetylase activity determined by radiolabel.

Prosazzs Duaing FY-§2: Studies have been compléted and the prelimiNary Tresults
indicate that I3 administration does increase thyroid hormone action.

lunser o7 SusuzcTs Stupren:  Rat Study
FY-82: Tora. (10 pate): Berore ComweLeTion 07 STusy:

Sertous/Unexescren Sioe Errects IN SusszcTs PaaticipariiG 1 Prouzet(iF novz so STaTE):

None :
CoxcLustons: T3 increases acetylase activity.

PusLICATIONS 02 ABSTRACTS. FY-82: Abstract, American Thyroid Association, 1981

[ ncmp R T—




Date: 250ct82 | Hoex Uwer fo,: 1326-81 Status: Inrerimn X Fioea 1

_Startris DaTe: 1 December 1981 Date oF CoseLeTion: 1 December 1984
Key Vioros: Nibbling/Gorging :
Time c7 ProszcT:  Nibbling vs Gorging |

Kenneth D. Burman, LTC, MC
Robert C. Smallridge, LIC, MC, Leonard wartofsky, COL, MC
Assccrate InvesTIGATOR(S): woie picke 1TC MC Dawn Carlson, MAJ, MC

FaciLity: WREMC Deer/Sve: KMU

PrincrraL InvesTicator{s):

Accumuative FEOCASE Cosr: Becermaarive Costract CosT: I‘ccw:uumv= SuppLy CosT:
3,000.00
FY-83 FEDCASZ:  Cowtract Cost:  SueeLy Cosr: Dare 07 ComiTTes FoPRoY
_ Fanuar Prosazss Repoar F‘Qé‘b 25 1993

Stuov O3uzcTive: To determine if eating the same amount of calorieés per day
in different proportions causes difference in fuel substrates.

TecunicAL Asproach: Patients are randomly allocated to eating a given Calorie diet,

elther wxﬂm one meal per day or divided into three or four meals oer day. In
addition, the time of the meal in varied. During each of these periods thyroid

Prosress Duais FY-82:

Nussr oF SusdzcTs Stubien:
FY-82: ToraL (10 pate): Berors CowLETION 07 STUsy:

SeriousUnexpecTeD Sros Ersects 1 SusuzcTs PARTICIPATING 1N Pnc.»;cr(xs [ONE SO STATS):

Concrustons:

PusL1cATIONS 0R ABsTRACTS. FY-82:

Technical Approach Continued: function tests and metabolic

substrates are measured.
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Datz:8 Oct 82 | ‘oo Lutr la.:  1327-81 Statys: Imrzmm y  Fie ]
i
Starriis Dare: 10 July 1981 Datz oF Comrzrion: 10 July 1984 »

Key Y«0a0s: Sex Steroid Receptors, lymphocytes

TITLE ¢F PROJICT: gex Steroid Hormone Receptors in Human Lymphocytes

Painceoa Isevesricarsals): Robert A. Vigersky, M.D., Jeffrey L. Berenberg, Jimmy Light

Asscciate livesTrearar(s): David Poplack, MD, Julie Blatt (at NIH)

Faciuiry: WAL Depr/Sic: Kyle Metabolic Unit + Transplantation Sve
Accuran avive VEOTASE Cost: Recuisaarive Coimract Cost: fecwan ative SupsLy CosT:
$5162 _-Nope $23Q2:54
"FY-83 FEDCASS:  Cournact Cost:  Suspuy CosT: Dare o7 Covnitise forrovaL 07
“'o $3,000 $8,000 Prmus Proszzss Repcar FER 2 5 1983

Stuor QsgzcTive: '
See Attached

TBcuMiCAL BPPROACH:

See Attached

" Prgs2:3s Duawis FY-62:
See Attached

hwsea oF Susszcrs Stored: | _
FY-82: 15 ToraL (1o pavz): 25 Berorz Coreietion o7 Stusy: 120

Sericus/Uizxezcrap Sioz Erzeers 1 Suaszets Paaticipariie 1 Prouzev(ir nonz s9 sTats):

LovcLuysicns: androgen receptors and detectable and quantifiable in the lymphocytes

of normal men but not normal women and estrogen receptors are detectable and

quantifiable in the lymphocytes and normal women but not normal men. The h
quantity and affinity of receptors for the sex steroids appears to be the

same in men with a variety of endocrine disorders.

PusLICATIONS 02 As3TRacTs. FY-32:1. Vigersky, RA, Rick MK, Cole D, Shohet R, Light J,
and Poplack D. '"Androgen Receptors in Human Peripheral Lymphocytes",

Journal of Clinical Endocrinology and Metabolism, in press. 2) Vigersky R,
Rice M, Cole D, Shohet R, and Poplack D., "Estrogen Receptors in Human
Peripheral Lymphocytes', Clinical Research 30:278A, 1982.
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Work Unit No: 1327-81

Study Objective: To detect, quantitate and characterize receptors for
estrogen and androgens in the lymphocytes in normal men and women and in
the lymphocytes of individuals with various endocrine and renal and
neoplastic disorders.

Technical Approach: Leukaphoresis using either a manual approach or by

the automated blood cell separaters are used in all patients except those
with renal failure. The latter undergoing thorasic drainage will have their
lymphocytes obtained from that source. Cytoscl made from the lymphocytes

is used for binding studies.

Progress During FY82: A modification of the prior technical approach has allowed
us to look at both cytoplasmic and nuclear receptors in the same cells. This

has a great advantage in detecting the relative location of the receptors

which could previously not be determined. Several patients with a variety

of disorders have been studied and comparison of results of some of these

with the classic fibroblasts receptor assay for androgen has been achieved
through the cooperation of Dr. Charles Eil at NNMC.




Darz: 10-282 | yioex Uiy Mo.: 1328-81 Status:  Inrerin X Fres

Staatiig Dave: August 1981 Date oF ComLETION: Apgust 1983 :
Key \eros: Prolactin; aging ] t
Tine cF ProuzcT: In vivo prolactin (PRL) in the young and aging female ?
rat. i

i

PrincieaL Investicator{s): Robert A. Vigersky, M.D.; Judith E. Beach, Ph. D.

Asscciate lmvesTiGator(s): none

y
' FaciLivy: WRAIC Depr/Sve: Kyle Metabolic Unit }
Accusunative FEDCASE Cost: Eccuapative Contract Cost: Recumyative Supepy Cost: '
none none $7095.52
FY-83 #EDCASS:  Contract Cost:  Suspey Cost: Date or Cormitres Poproyay OF
none none 6200 [ hamuaL Prozezss Pepcar FEB 25 1983

Stupy Q34zcTivE: To increase the understanding of the mechanism by which dopamine
mediates the inhibitory action on prolactin and the effects of aging on this process.

TecHiicAL A°PROACH: Spontaneous persistent estrus middle-aged rats are injected with
LHand blood withdrawn via a chronic atrial catheter for measurement of prolactin.
These willbe compared to the response gf iigilar animals pre-treated with ereot

ProsRass Duains FY-82: a11 radioimmunocassays established. Several (15)spontaneous
persistent estrus rats were chronically cannulated and injected with LH and

—bled ar 3 hour intervals over at least 4 days and the PRL assayed. (continued, see,,
Fuser oF SusJzcis Studien: BefSw)

FY-82: 40 ToraL (1o paTE):

100
40 Berors CoweLeTioN 07 Stuny:

"Sertous/Unzirzeren Stes Ersects 1 Susuzets ParTicipatiing 1 Prouzct(iF fonz 53 STATE):
none

Coxcrusions: Insufficient numbers of animals have been completed to statistically
évaluate the results at present. However, initial data from these persistent
estrus rats ( at least 6 months old) suggest that absolute levels of prolactin
as well as the semicircadian rhyttmicity of this hormone is important for

the temporary resumption of cycles, the manifestation of pseudopregnancy,

or the continuation of persistent estrus as a result of the LH injection.

PusLIcATIONS 02 ABSTRACTS. FY-82:
Beach, J.E., L. Tyrey, D. Schomberg and J.W. Everett. Yocturnal and diurnal

prolactin, LH, FSH, estrogens and progesterone in spontaneously persistent
estrous rats. Ahstract presented at ACE Meetings in New York City,
September, 1981. Manuscript submitted for publication to AGE.

% LIl assays are in progress and additional rats are allowing to "age" for
the remainder of the study.
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Datz: 10~20-82 | Yoex Unit Mo.:  1329-81 Stavus:  [nremis X Fros
StaqTiing Dare:  August 1981 Date o Comerevion: August 1983

Key boras: Prolactin; Aging '

Time 7 ProyzcT: Prolactin secretion from dispersed anterior pituitary

cells in culture and the effect of aging on this secretion.

Paimcioal lswvesTicaror(s): Robert A. Vigerskv. !f.D.: Judith E. Beach. Ph. D.

Assccrate InvesTicarsr(s): none

Faciiry: HR&IC Dep1/Svc: Xyle Metabolic Unit
Recumrative #EDCASE Cost: Recurwnattvs Contracy CosT: Eecuuarive Supary Cost:
none none $15061'.28
FY-83 #EDCASS:  Contnacy Cost:  Suspry Cost: Date oF ComiTies Foproval OF
Done . _none 6700 FanoaL Procazss Rescrr FES 25 1923

Stuov OsyzcTive: To increase the ‘inderstanding of the mechanism by which
doga.mine Eg&trols nglactin secretion from the anterior pituitary and effect of

TeC HicAL A°PROMH: Primary cell cultures of rat pituitary cells will be
uscd to study the effect of hormonal status of the animal (state of estrus, per-

pant) ou the binding of dopamine aponists and

Prosrzss Duaiiis FY-82: and antagonists to the dopamine receptor(from young and old rats).

A cell culture facility has been established. Monolayer and superfusion cell
below) *

twser oF Susdzcis Stupied:

Fy-82: 80 ToraL (vo parz): 80 Beroez Cowtetion o3 Stusy: -00

Serioys/Unsxesctep Sios Errects 1n Susuzets Paartcipating 1n Prouzcr(17 nams so srare):
none

Concrysions: The monolayer and superfusion culture systems show results
consistent with established results for standard tests.

Normal secretion of L{, FSH and prolactin as well as secretagogue response
from pituitary cells from voung female rats were determined in these
systems for comparison with hormonal levels from cells from aging animals.

PusLicATroNs 02 AasTRacTs. FY-82:
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Dare: 20 Oct 83 Wosx Untr fo.:  1330-81 Status: Inrerisn X Fioa ﬂ
Staxtiis Dare: 1 Oct 82 Date ¢r ComereTion: 1 Oct 8S ‘

Key Yioros:  Thyroid/Hybrodoma
TitLe cF Provzcr: Utilization of Hybridoma Antibodies as a Physiologic
Probe of Thyroid Hormone and TSH Action

Prircioal luvesticaror{s): Kenneth D. Burman, LTC, MC

Asscciate Investicaror(s):

Facieiry: WRAYC Depy/Sve: .
Recume_avive FEDCASE Cost: Accurarive Conmracr CosT: Accuwsnative SupeLy CosT: :
6,000.00 58,304.00 58,678.80
FY-83 FEDCASS:  Conrtract Cost:  Sueery Cost: Date o7 Commttres ArrrovaL O
. fwua Prozazss RzsoRT FER 25 1983

Stuoy OsuzcTive: To make antibodies against T3 receptor, ¥Si, and TSH receptor.

TecunicAL AspRoacH: This is a very difficult and complicated procedure involving
the fusion and making of hybridoma cells and culturing out these cells and
isolating the monochromal antibodies made.

Proszzss Duams FY-82: In January 1982 we worked with the WRAIR Hybridoma Laboratory
and were successful in making antibodies against TSH receptor. However, tech-
nical problems precluded their routine use and we are repreforming these studies

Muser oF Susdzcts Stuoien: as of this date.
FY-82: None ToraL (vo pate): Nome  Beeges Cowrerior o7 Stusy:

Sertous/UnexezcTep Sios Errects In Suzuzcts PaaticipariiG 1t ProuzcT(IF §1oke SO STATE):
None
Concrusions: None yet.

PusLICATIONS 02 ABSTRACTS, FY-82: None
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Date: 250ct82  § Vosx Umer flo.: 1331-81 Status:  Intemim X Fra
_Staring Dare: 1 August 1981 Date_of Coeetevion: 1 August 1984
Kev boens:  TSH/TRH/Metoclopramide/Fasting '

Time cF PROJECT:  The Effect of Metoclopramide on TSH Response to TRH
During Fasting

PrixCr2AL I“"‘STKC‘#\TGR(S): Kenneth D. Burman, LTC, MC

Asscciate ImwesTicaTor(s): Robert C. Smallridge, LTC, MC, Phyllis Kesler

Faciiy: WRANC Depr/Syc:  KMU/DCI/Div pf Physio

Aceusuative MEDCASE Cost: Becurnavive Couract CosT: Eceuwmuiative SupeLy Cost:
1,921.85

FY-83 EDCASS:  Contaact Cost:  Susery Cost: Date oF CormiTies feprovar 07, .
Famyer Prosezss Reporr FED 2 & 19R2

— s

Stuoy Osuzctive: 1o determine if dopamine antigonist will alter prolactin
6F TSH during fed and fasting periods.

TEcHuicAL APPROACH:  Patients are placed on a weight maintaining diet for S

days and fasted for approximately 10 days. Metoclopramide is administered

in separate patients during either one of those two periods and compared
Prosazss Duaing FY-82: Approximately 25 patients were studied and it is concluded
that there has been no change in prolactin/TSH response with or without
Metoclopramide and that fasting did not alter prolactin levels but does

Muse oF Susdzcts Stupien:

FY-82: 30 ToraL (1o pate): 30 Berorz CoweLeETION OF Stugy: 35

Ser1ous/UnexezcTep Sips Ersects 1 Susszers PaaticipaTing It PP"‘J_CI(lr [ONE SO STATE):
None

Concrusions: Dopamine does not regulate TSH or prolactin in the fasting
period differently than in the fed period.

PusLicATIONS 02 ABSTRACTS. FY-82:

Technical Approach Cont'd:

with placibo administration.

Progress During FY-82 Cont'd:

alter TSH levels as they decrease during fasting.
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Date: 15 Sep 82 Mo Luit fio,: 1332-82 ) Status:  lutemtg X Fios

Startiis Dare: N/A Date o Cossizrion: N/A

Key Voeds:  cancer, adrenal insufficiencx
TiTLe cr Prodzct: Limitation of Adrenal Reserve in Patients with Malignancy.

Princiaal lsesgricarsals): Allan Glass MD LTC MC

Assccrate livesticator(s): Nelson Lum MD CPT MC

Faciuivy: WA Depr/Svc:  Endocrinology-Metabolism
Accurwarivs FECCASE Cost: Fecumartve Coiitract CosT: RecumiaTIvE -é.-x.;c;—fl;s-rmn
0 - 0 - D
FY-83 {EDCASE:  Cowraact CosT:  Suspy Cost: Date oF CommiTres forrova
0 11,000 2,000 FanyaL Prozrzss Reecar EEB 25 1983

e e e o o o

Stuov DsgzcTive:
——— To evaluate the status of adrenal function in patients

with cancer.
TecuiicaL feppoach; Performance of short ACTH tests 1n paflenf“ witir

malignancy.

Prosrass Luris FY-82: Approximately 15 patients studied, No data calculated
or assays run until more patients are completed.

e’ oF Susszcets Stupien:
15 o " 15 100
FY-82; ToraL (vo pars): Bzrore CowereTion o Stusv:

- P { Ny = F== s e
Szr1ous/Unzxezcten Sios Ersects 1 Su3szers Paaticipariis 1 Pas J“..(lr [NE §) STATE):

None
Concrysro:s:

Deferred-insufficient data

PusLicATIONS 02 AssTRacTs. FY-82:

None

o e o . .. .
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Darz: 140682 | o Guer fig.; 1333-82 ‘iwg_ui:' furcivi X Fiose
Stazriiis Dare: 1 October 1981 Date o Cosetericn: 1 October 1985

key Yiomns:  Thyroid Function, Critical Illness

Time 7 PROJICT:  Thyroid Function in Ciritcal Illness

Priscizar Isvzsticarsa’s): K.D. Burman, LTC, MC

Assccrete livesticarer{s): Jim Bombenger

Facitivy: WRRE Dert/Suc: Endocrine/Medicine/Pulmonary Endocrine
Ao e [ T T R A
Accwap ativa FEBCAST Cost: Aecuarva Canmract Cost: Feawmnarive SuppLy Cost:
680.12
FY-83 FEDCASE:  Contmact Cost: Suswty Cost: Darg o= Cormities horrovay QF o
_ Fanuse Prosaiss Repcar Pup 2 033

- - i = et e s e o o o e

Stupy 03JzCTIVE: To determine what routine thyroid function test are and to
determine what T3 receptors are in the ciritcal ill.

TEcuaicAL forpoacH: Radioimmunoassay of serum T3, T4, rT3, TSH, and isolation
of white cells and measurement of T3 and T4 receptors in peripheral lymphocytes.

Peosazss Duatns FY-§2; Approximately 15 patients have been entered in this protocol
and we have studied the white cell receptors in two different ways utilizing
solubilized and nonsolubilized techniques. It appears that patients with

llwssa o7 Susuzcrs Siudien:

Fy-82: 15 YoraL (o patz): 25 Bzrors CoveLETion 0F Stusy: OO

Szeraus/lnswezcren Sice Errects i SusszeTs Paaticiparing in Prouzct(IF 1ovE $3 STATS):

None

Concrusrons: Radioimmunoassay pf serum T3, T4, rT3, TSH, and isolation of
white cells and measurement of T3 and T4 receptors in peripheral lymphocytes.

PusLicATrONS 02 AssTRacTs, FY-82:  Presentation at the American Thyroid Association
Meeting, 1981, paper being written concerning newer results.

Progress During FY-82 Cont'd:

a critical illness may have a decreased receptor binding and certainly always
have decreased serum T3 and most of the time serum T4 and that TSH may not
be an accurate measure of the disease process.
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Darz:20 Sep 8RVoax Luit 63,1 1334-82 Starys: gt x  Row
Staztins Date: September 1982 Pare of CosmeTion: Spring 1983
Key ~o2s: Nutritional assessment

Time cF ProszcT: pjetary Approach to Nutritional Status Assessment ‘
in Endocrine Disorders . |

PaisciraL Investicarsals): MAJ Dawn E. Carlson !

Asscorare Iivesticarca(s): None

Faciiiry: WA Dzp7/Svc: Endocrine-Metabolic Service

Accwaparive FECCASS Cost: fecumaavive Coumract CosTs Fecumarve Sorecy Cost: -
0 0

FY-83 E0CASE:  Cowtaact Cost: Su.vwov Cosr: Dare o7 CommiTies
0 Frnpac Prozaszss ?E

Stuoy 030z¢cTIvVE: To determine incidence of nutrltlonal problems in
patients admitted to the Endocrine Service

TecuiicaL faproxcH:; Patients will complete a nutritional ﬁgx—qu'estlonnure ;
and diet history form. Data will be evaluated by principal investi-
gator to determine nutritional adequacy of diet consumed by patient.

Pros2:zs Duats FY-82: Forms and analys.s tool were developed, protocol was
written and approved, and data callection was initiated.

liw3z2 oF Susszcrs Svuarsn: : F
FY-82: 4 Torze (ro parz): 4 Bzrorz Comscerion ox Stusy: 50 1

Sertaus/Uusseacren Sies Ersects 1 Suzszcrs Praricieartis tn Pos 2eT(4F %2 53 STATE): : ‘
No serious/unexpected side effects

NELUSIONS: .
Lovoruseons Not applicable

PusLicarions o2 ASST"PCI.)- FY-82:
None
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Date: 15 Sept 8 Voax Uu:y 10.:1335-82 l_S_l!f\_Ty_gg__[gj_;_;Lls-g X Fira
Srartis Dare: N/ Dare ¢ CowzTicn:  N/A

Key Vouns: nifedipine, pituitary,

Tine cF Prosct: Effect of Calcium Channel Blockers on Pituitary Testicular
Function. ’ , ',

Parncrea. Invesricarsals): Allan Glass MD LTC MC

Assccrate lmwvesTicaroa(s): Anthony Zavadil MD LTC MC

Faciivy: WRAC Depr/Svc: Endocrinology-Metabolism
Acauararive FELCASS Cost: hecwmative Commact Cost: | Accwmuative SupaLy Costs
0 0 )
FY-83 EDCASS:  Cowtmact Cosv:  Sueery Cost: Dave oz CommiTres forrovy OF
—0 . 9,000 3,500 knyse Prosazss Rescar PEB 25 525

Stuoy O3JzCTivE: To evaluate the effect of nifedipine on pituitary function

TEcHuicAL APPROACH:  Performance of pituitary function tests before and after 1
patients are started on nifedipine

Prosazss Dungns FY-82: One patient studied pre~-nifedipine. Further progress —
temporarily halted due to departure of cardiology co-investigator. Will
resume in FY 83.

lwsza oF Suss=cts Siubten:

FY-82: 1 ToraL (vopare): 1 Berore ComeLETiCN 07 STus?: N/A

SeetausUnzxezcTep Sios Errects n Susszevs Praticipatiitc 1 Paouzct(iF m3nz 9 sTats):
None ' ST

CoMcLystons:  peferred-insufficient data

PusLicaTIoNs 02 Assteacts. FY-82:

None




>
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Datz:18 Oct 82 Voaxt Luty Ba,:  1336-82 Statys:  Imrznm X P
Stazris Dave: March 1983 Datz oF (omeLeTICH: March 1984

Key lioaas: Development Antisera/RIA Procedures 1a,25(0H) D, i

TitLe cF Prouzcr: Development of an Antisera and a Radioimmunoassay (RIA)
Procedure for the Analysis of la,ZS-Dihydroxycalciferol ;

Parncraai Imesesticarsals): Joseph Bruton, Ph. D. |

Asscctare lnvesticatsr(s): H. Linton Wray, Ethelbert Dawson and Vincent Butler

Faciiry: WAL B Depr/Svc:  DCI/KMU
Accunaativa FECCASE Cosr: Recuaarive Conmract Cost: FeCuATIVE SuppLy CosTs
None . None .$4,500
"FY-83 FEDCASS:  Contnact Cost:  Sussuy (osT: Dare o= Coisntree heracva 0f
800 6,000 Fanua Prosazss Pepcar tﬁﬂ 25 199

Stuoy dsyzcrive: To produce a suitable antisera in rabbits which will be

used to develop a sensitive RIA procedure for the determination of 1la,25 (0H)203 3
in_buman serum. i

TecumicaL RePRoacH: Preparation of a suitable conjugate of 1a,25-(0H)2D to
which a large protein may be attached. Injection of this protein H%pten
into rabbits for production of a suitable antisera.

© Prosazss Duaus FY-82: A suitable conjugate to la,25(0H),D, has been developed.
We are now ready to add the protein and follow up wi%h the animal injections.

Mussr oF Susszcts Stupiz:
FY-82:  None Tora. (10 pars): None Bzrorz ConmLerion 0F Stusy: None

Szricus/Unzxeecten Sinz ErrecTs 11 Susszcts PaaTicrpariis 1ot Prsuzet(i7 nanz s sTats):
None

Concrusicys: The production of a suitable antisera will give rise to an
assay procedure that will be selective for 10,25(0H),D,. This procedure
will then be employed to study human physiology of vitamin D metabolism
in selective pathological cases.

Pus.ications 02 Aastracts. FY-82: None
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Date: 140ce82 | Voax Lurr lia.: 1337-82 Starus: lateian X Fis

Svrarriis Dare: 1 Jan 82 Date o7 CosLericy: 1 Jan 85

Key biomns:  Thyroid/Immunoglobulin

Titee cF ProJzct: Relationship of Thyroid Disease and IgG, IgM, and IgA De
Position in the Skin ’

Prince2a Iswesticarcals}):  K.D. Burman, LTC, MC
Assccrate fnvesticarca(s):  0.G. Rodman

FaciLity: WALC Dept/Svc: Endocrine/Dermatology
Accuaravive FEOCASE Cosr: Fecenarive Cenvract Cost: Recwmarive SupeLy Cost:
FY-83 FEDCASE:  Conrmact Cost:  Suspry Cost: Dare o7 Commitreg formova 0F

_ Famuae Prosrzss Repcar EEQ 25 1083

Stuoy O3gzcTive: To determine if patients with or without pretibial mixedema
and other evidence of immune complex disease and autoimmuno thyroid disease

TECHNicAL APPRoacH: Skin biopsies of effected and non-effected area.

Prosazss Duasns FY-82: 3 Patients were biopsied without complications. There
was no circulating or deposited immunoglobulins.

WBER OF SusuzcTs Siudien:
FY-82: ) Jorar (vo patz): 3 Berors ComeLeTion oF Stusy;

Sertous/Unaxoecten Sips Errects 1n SusuzeTs PaaricipatiiG 1n Pasuzet(IF povs s sTare):

None

Concrusions: Immuno complexes are not present or antibodies are not deposited
in tissue in patients with uneffected disease. We are waiting until patients
with effected skin to come to enter the protocol and to determine if that wi'l
be associated with antibody formationm.

PusLICATIONS 02 Asstracts. FY-82:

Study Objective Cont'd.

have immunoflourescently determined antibodies in their skin.

e

e
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: 1338.82 Status:  Interin X Fsa,

Dave: 250182 | Worx Bty fo,
Starvus Nave: 1982

Dave aF Cowen 2110M:

Key Vioros: Receptors/Mononuclear

Tine oF Proszct: Membrane

receptors in peripheral circulating mononuclear cells

Princiea Investicarcr(s): Kenneth D. Burman, MD

Asscctate Investicatar(s):

Facitiy: HRAMC

Depr/Svc:

Accuman Ative FEDCASE Cosr:

Focurmnarive Coutract Cost: Accusuative Suppey Cost:

"FY-83 FEBCASS:  Conrract CosT:

Suaery Cost: Pare or Comitieg Aerpovar 07
FanyaL Prozazss PepGRr 25 Feb 83

—

Stuoy Osyzcrive: To measure membrane receptors in humans. -

______________ - e o e e _——— - —_————

TecH ca APPROACH:  Isolation of white cells

Prosesss Dunine FY-82:  Beta receptors measured in 20 patients found to increase with

exercise

tuszr o7 Susszcvs Siujien:

FY-82: 20 ToraL (To DATE): 20 Beroge Coweretion oF Stuay: 100

Szerous/Unzxeectep Sips ErFects
None

 Suzuzers Parricieariiie 1 Prouzet(is 1oxs sa stare):

CoxcLustons: (1) Beta receptors increase in exercise. (2) Beta receptor binding is

blocked by circulating immu

noglobulin receptors.

PusLicaTioNs oz AesTracTs. FY-82
Manuscript submitted.

.
.
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Darz: 250ct82 | Mook Uugr Na,:  1339-82 Statys: Iurzpy X Fre.
SrazTiis Dare: 1982 Darz_or ComteTicn:
Key bomos: Immunology/Thyroid

Tine ¢7 Prouzet:  Immunology of Thyroid Disease

Prircroa Isvegrrcarsals): Kenneth D. Burman, LTC, MC

- _Asscetate lnvesticatar(s): . , ~Robert Smallridge, MD - -
FaciLivy: Wae o | Derr/Sic: :

Acasrartve FEOCASE Cosr: Aeaueaarive Coiimpact Cost: kecwmnative SuppLy CosT:
"FY-83 FEDCASS:  Cowmmact Cost:  Sussty Cost: Datz o Co-miTrse Feerova O
_ : Frwy, Prosazss Pescar 223 95 1097

Stuoy O34scTive: To investigate the mechanism of immune thyroid disease.

hybridoma technology to develop antibodies against these receptors.

Tecunicy Avproacn: The technical approach is a complex method involving identification
of specific t and b cells in human blood and thyroid as well as developing complex

~ Prosazss Duaus FY-82: We have developed an ELISA assay to measure directly immunoglobulins
formed in Graves' disease and have determined that 23 of 25 untreated Graves' patients

Kuser oF Susszcrs Smotsd:

FY-82: 25 Tora '(ro paTe): 25 Bzeorz Cc:ﬂsfrcx:

o7 Stusy: 70

N : .,

Sericusiaxeacten Stoz Errects 11 Sussicts Paartciparies 1o Paouzet(is I9NE $9 sTATE):

Conor ysiens:

disease. . .

~ Because of esen'sitivity and specificity an ELISA assay is a useful
probe when investigating the mechanism by which TSH receptor antibodies initiate

-

PusLicarions 02 Asstaacts. FY-82:

Burger, KD Burman, American Federation for Clinical Research.

Abstract: A Sensitive and Rapid Enzyme Linked Immunoabsorbant Assay for Thyroid
Stimulated Hormone Receptor Antibodies. JR Baker, YG Lukes, RC Smallridge, M




Darz: 250ct82 | Yo Ustr Ma.: 1340-82 Status:  Inrzmiy X Fpoe,

Startiis Dare: 1982 Datz o= ComreTioN:
Key Sooos: Beta Receptors/Thyroid

Tine ¢7 ProuzeT: Adrenergic Sensitivity and the Thyroid

Patrcraa [svegricarsals): Kenneth D. Burman, LTC, MC

Assccrave livesTicarals): ith Latham -

Faciiivy: WANC Depy/Suc:
Accrativs FEDCASE Cost: Accursnarive Cosract CosT: Fecwan ative Suppey Cost:
"FY-85 FEDCASS:  Cowrnact CosT:  Sueeny Cost: Dare o Comitree feeacvaL 07

Freoa Prozazss Repoar FER 25 583

Stuoy O3uzcTive: To investigate if patients have autoimmuno antibodies agams’f‘ﬁéta
receptors when they have thyroid disease.

TEGHich Fepa0iM: T4 Develop a beta receptor assay when is sensitive and specific
and to develop methods for screening for antibodies that have been formed against

- e

2C5R=33

w2125 FY-82: We have developed a sensitive and specific assay.for measuring
beta receptor antibodies and have determined that they are present in thyroid gland

Wmmunmﬂmmmmmﬂ@er of receptors.
lkser oF SusszCts Stuoisd: | : - -

FY-82: 25 ToraL (70 pate): 25 Berorz Covmererion oF Stupy:
SzricusMnzxezctan Stoz Errects n Susszers Paariceparing 1a Pro uJ_c‘(u- MONE §D STATS
None ) i

Beta receptor antibodies are present in thyroid tissue and are no
dxfferent in hyperthyroxd and euthyroxd people.

PusLtcations o2 Asstracts. FY-82:

Beta Receptors Accutely Increase During Short Term Exercise, Burman, Ferguson,
Smallridge, Latham, Wartofsky. Submitted for publication NEJM.
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DISPOSITION FORM

Por use of this form, see AR 340-15, the prepenent egensy is TAGCEN.

" REFERENCE OR OFFICE SYMBOL UBJECT
HSHL-ME Review of Annual Progress Reports
T Dr. Wayman Cheatham FROM Dr, Kenneth D. Brman  CATE 27 Jan 83 CuT )
DCI ’ Burman/lmm/6-1743

1.  This DF is in response to your questions concerning the budget of $16,200.00 FY 83 and 8
inclusive for protocol #1340-82 entitled "Adrenergic Sensitivity and the Thyroid Gland", where
the original request was $3,900.00. The reason for this discrepancy mainly relates to t
interesting results which have been found that indicate that immunoglobulins circulate and initiat
disease and that these immunoglobulins have characteristics of beta receptors. The enhance
funding mainly relates to previous communications with the Department of Clinical Investigatio
concerning making a hybridoma against the white cells of patients who make these particul
antibodies. This hybridoma protocol has been devised and supported by the Department of Clinica
Investigation; the supplies which are necessary for the development of this approved hydridom
contract represent the main difference in the price. We expect that this protocol will continue a
it is giving tremendously interesting results. However, the cost in the following years will not
as high and, in fact, we fully expect the cost in FY 84 will probably reach half of that requested.

~

1’ e . v L -

o L ) SN L
KENNETH D. BURMAN, M.D.
LTC, MC

Assistant Chief, Kyle Metabolic Unit
and Endocrine-Metabolic Service
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Dare: 15 NOV e Gwir Bo,: 1343-82 Status: interin X Fius

Stagryrg Dare:  JUNE 1982 Nate F Coman EvION:
Unilamellar phospholipid vesicles TSH Receptor

Kev_horas:
TITE ¢F PRoJzCT: Purification of thyrotropin receptor from thyroid gland and
incorporation into unilamellar phospholipid vesicles

Princiea [nvesTicator{s}: CPT Patricia Young, PhD MSC
LTC Kenneth Burman, MD Yvonne Lukes

Asscciate levesticaran(s):

FaciLiTy: WRANC Dept/Svc: Clinical Investigation
Accuran ATIVE :"'E&CASE Cost: fecunative Conmract CosT: Bceumuative Suppu-r-r- ';ST‘
0 3,000 o n
FY-83 FEDCASE: Commfr gﬁ%: Supery Cost: Date or ComiTree derrovy OF !
Q ’ 5,000 Exnyst, Prosnzss RepoRT F‘Eg 25 1833 1

uoy O34z : . T - = |
Stuoy D3J2CTIVE: T4 obtain biologically active purified, TSH receptor and -
incorporate it into a unilamellar phospholipid vesicle.

TECHNiCAL A”PROACH: TSH recegtor purification will proceed by aITImity chomatography -
Unilamellar vesicles will be made by interacting the receptor with lecithin |

and deoxycholate followed by dialysis and column chomatography.

Prosa:zss Duning FY-82: We have purified a TSH receptor from bovine thyroid
and are ready to proceed with a human TSH receptor purification. ~We have

synthesited unilamellar vesicles not containing the receptor and tested all
ﬂ&ﬁii A R A

0

20, 0 ..
FY-82; Jorar (1o pata): Berore ComeLeTioN 07 STUsY:

Serious/UnsxezcTeD Sios Errects tn Suszcts Paaticipating 10 Prodzct(iF tovg 9 STATS):
No serious /unexpected side effects - =0

ConcLustons:

NONE

PusLICATIONS 02 ABSTRACTS. FY-82:

NONE

AR orbiensl oo il i sl




Date: 8 gany 89 Mo Lutr la.: 1342-82 Status:  Intemim __ Boexx
StarTiis Daté: Not yet begun Date o ComeLeTion: 1985

Key }oros: Hirsuitism, Cimetidine, Spirenglactone

Tine ¢7 Proyzct: Treatment of Hirsuitism with topical Cimetidine or topical
Spironolactone |

Princi2ai Iswesticarsrls):  Robert A. Vigersky, M.D.

Assccrats liwesTicatsr(s):  Albert Szkutnik, R. Ph i

Faciivy: WR&C Derr/Suc:  Kyle Metabolic Unit
Accuruarive FEOCASE Cost: Aecurmieative Canivract CosT: hecwmn arive SuppLy Cost:
0 0 -0
FY-83 FEDCASS:  Conrmact Cost:  Supeuy Cost: Bare o Comnitozz foraovaL 0r
$5,000 $1.500 Frimum, Prosrzss Repcar FEB-2 51994

. - - e e = o —

antoandrogens spironolactone or cimetidine

Tecumicay Poproacy: The drugs will be incorporated into individual creams which will
be applied 3 times dailg to the affected areas. The hair growth rate will be
determined before and after and at the end of a 3 month period. A 3 month trial of
Py or—after-thecream plus drug in a douhle blind fashion
Res223s Luatns FY-82: This protocol has not yet been approved by the Office of the
Surgeon General H

Misasex oF SusszcTs Stupien:

FY-82: 0 Tora (1o pars): 0 Berors Comerstion oF Stusy: 20

Sericus/UnzxpzcTen Sinz Errects 1 Su3szcts PARTICIPATING 10 Prouzet(is oz 9 STATS):
Not applicable

CoxcLusiens: e hope to begin the study before the end of the calendar year.

PusLIcaTiONs 02 AsTRACTS. FY-82:
None

oLt SR Lomat ke i ; e 1y




Datz: Mook Uit Mo,: 1415 Status: Inteity X Fioa

Srartiis Dave: 1978 Dare or ComsLevic: S <
= : , Tsotopic Scan
Key Viomys: Esophageal Clearance, Esophageal Trans"t"ggoggagga?ngmqmgtiy

Tinte ¢ Proyzct: Esophageal Acid Clearing: Quantitated by Radioisotopic Scan

Paircraar Invesricargr{s}: COL Lawrence F, Johnson, M.D.

Associate ImvesTicator(s): LTC Roy K. H. Wong, M.D.

Faciuivy: WRAC Depy/Svc: Gastroenterology Service
Accure ative FEDCASE Cost: Bcowanative Coirracr Cost: hecwiuative SuppLy Cost:
0 $500.00
FY-83 FEDCASE:  Cowntract Cost:  Sussry Cost: Dare o7 Cormiries iePRcv:?E%F
0 0 $500,00 EanyaL ProzRzss Repcrr 25 1982

e e e ko = o o o £ T e ok o

isotopic technique. Also, to study the effects of a pharmacologic
hol, on esophageal acid clearance
Tecumica AsproacH: Specific changes have been made in the design of the protocol
in that the patients will be asked to swallow a specific times over a period
—of time rather than to swallow in an uncontrolled fashion.
Prosazss Duaine FY-82: During FY82, these changes (above) have been made in addition
to reprogramming the computer to analyze the data in this fashion. Reprogramming
the method of data collection and change in the design of the protocol has
Musar oF SusszeTs Stupien: taken place over FY-82.

FY-82: 0 ToraL (To pATE): 7 Berore ComeLeTion 07 Stugy: 20

Sertous/Unsxpscrep Stos Ersects in Suszszets Paatictpartie 1 Prouzet(1F monz s sTATS):
NONE

CovcLustons: A change in the design of the protocol to allow patients to swallow
at specific intervals versus swallowing in an ad 1ib fashion has been added

to the protocol. Reprogramming of the computer to allow for these changes
has also been made.

PuBLICATIONS 02 AssTRACTS. FY-82: NONE

e g e e e e s -




[atz:5 Oct 82 !Vmﬁﬂg;i@gﬁjﬁl@,___NJﬂnilyji_J;t(;le_ifix“'_x
STaTins D Poes fomainne
Kzy 30235 Acha]as1a, Esophagea1 Empty‘ggl~go§§gllg§lon,
Tine ¢ P.asicr: Esophageal Emptying in Achalasia: Quantitated by Radioisotopic
Method

Papicran Iwezyricarsals): COL Lawrence F. Johnson, M.D.

Asccorate Ivesricarands): LTC Roy K. H. Wong, M.D.

Faciimyr WRRE D'pns'c Gastroenterology Service

hecerwative TEDGASE CosT: Feciouative Coimract Cost: | E?E;§§f1§[}"§};;[}'E;; -----
0 0 0

F1-35 FF03SE: Contoact Cost: Suspey Cost: Dare ¢r CL SMTTER foppovaL 0F
0 _ 0 0 Frngac Prozeess Percat FER 25 1983

g A gy i gmpum e Sl gy by - iy v oo e = o =y e o B e o = W

Teesoon froroyen: To measure esophageal emptying of a solid meal in patients

with achalasia. Technetium was tagged to cornflakes and milk and from this

an esophageal emptying profile was established. Patients will be studied (see below)
Paes»as Tunra F1-82: ~7 patients have been studied in this manner.

Srrrzos/Uimwzerap Sisz Demeers 1 Su3EITS FAATICIPATINS IN FRnuICi(IF nanE 50 sATe) .
NONE
~.;. Data concerning this ﬁ?djédt?has*been'accumu*ated~over~the—+ast

S0

-and continues to be accumulated.

Fyai

Fuscications ¢ Aasteacts, FV-37: Data in one part of this study has aready been
published in Digestive Diseases 1981.

Technical Approach: continued

with a radioisotopic scan pre and post dilation.

19
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0006 0ct 82 ow Pwri: 1417 Psruws dnngpes X
Stneitis iy 1977 Fas - fomrnioe: 1983

Tire o raocice: Plasma L1gand1n in L1ver Disease

savefsY: MAJ Maria H. Sjogren, M.D. _
Ticaionls): COL L, F. Johnson, M.D., LTC R, W, SJogren, M o

R NP P Gastroentero]o_gy Serv1ce _____

E R WA K i Focion AT v L0LinanT coni -
Fimi3 FEnniin Contmact 050: Soww Cosit f Daed o5 o iqien P
‘ . _-_i Cordwg Pamias g,;,FE925_FQ?
o Core: The aim.of the study is to assess. plasma ligandin levels as.a
potenﬂa‘TTy more sensTt?ve 1nd?ca %r‘ of Repatocel?u?ar damage tnan curren%]y

available tests,
Trownica Feerower Patients having Tiver biopsies at Walter Reed Army Medical Center
have blood drawn for clinical assessment. An aliquot is removed and frozen for
plasma_ligandin content. Plasma 1igandin content is determined by a (see below)
Frensins Pz Fr-o2: 23 samples were collected from I Oct 81 through 307Sep” 82
bringing” the total to 349 samples. It is anticipated that when approximately 500
samples are available for analysis, statistically meaningful results can be drawn.

vt W7 Se3cievs StubiIo:

Fr-82:__ 23 Toru. (repatz): 349  Rerces CoreteTion o Srusy: 500 500 (estimated)
Srr.gus/lnz paeres SinE ERscrs 1 SU30IeTs Faantcieatiig 1n Prounei(1s fovi 83 aTArD):
None ,
Crrestizes: Not available } T
Peelloarions oo Aesieacts, FY-S2: None ) B

Technical Approach, continued: sensitive and quantitative radio-
immunoassay technique at Albert Einstein College of Medicine in
New York. Correlations between pathological diagnosis, enzyme

values and ligandin levels will be made by standard statistical
methods.




Dare:28 Sep 82} Yoak Burr Mo.: 1419 Status:  Interist X Fioa

Stazring Dare: 23 August 1977 Date oF Coerevicn: 5 years
Kev teras:  Cricopharyngeal Bar ‘

Time c7 ProsscT: Cpicopharyngeal Bar: A Video Manometric Study

Princroa. Imvcgricaror(s): COL Lawrence F. Johnson, M.D.

AssccIATE ImvesTicator(s): James W. Kikendall, M.D., David J. Curtis, M.D.

Faciuiy: WL WRAMC Dzpr/Sve: gastroentero]ogy Service
Accuun arive FEDCASE Cosr: Accumaative Contract Cost: Accus aT vz SJ;FLY Cust:
N/A N/A N/A
FY-83 FEDCASS:  Contaact Cost:  SuseLy Cost: Dare or Camutree feerovay Of
0 0 $500.00 FanyaL Prosazss Rescar f"_t_go 25 1983

Stuny 830zCTIVE: Tg study the functional s1gn1f1cance of a cr1copharyngea] bar
shown in barium swallow.

TEcunicaL AopaoacH: This is a synchronized manometric video tape filuoroscopic study
of swallowing disorders of the hypopharyngeal, cricopharyngeal region and upper
esophagus.

Prosrzss Duains FY-82: We are awaiting instaTTation of cabTe connecting the Gastroenter-

0logy sService manometric suite with the split screen capacity at WRAIR, which is
the final 1ink necessary prior to beginning this protocol. No subjects entered.

Humsea oF Susuzcts Studied:

10 normal
FY-82: ¢ ToraL (topate): 0 Berorz Comererion oF Stusy: 20 10 control
Sertous/Unsxescten Sips Errects v Susuzcts PARTICIPATING 10 ProuzcT(iF monz 53 STATS):
. NONE

Coucrusions: Deferred pending further investigation

PusLIcaTIONS 03 ABSTRACTS. FY-82: NONE




Darz: 5 Oct 82 | Voox Uuer No.: 1420 Status:  Intemia X Fyrae

_Startis Date: 1978 Date o CoveLerion:
Key lomos: Cat esophagus, adenyl cyclase, guanyl cyclase, lower esophageal sphincter

Time cr Proszct: Adenyl Cyclase and Guanyl Cyclase Activity in the Cat Esophagus

PrincreaL Isvesricator(s: | TC Roy K. H. Wong, M.D
Assccrate Imvestiaro(s):  CQL Lawrence F. Johnson, M.D,
Faciiiry: WRANC Dzpy/Sve: Gastroenterology Service

Accuiarive Suppey CosT:
$10,000.00

1] -0
-3 EPCASE. 0ArT . 1> . = CovrmITrer fopomyar (=
T B BRSO | B Al o

Stupy O34zcTive: To study the effects of carbachol and isoproternal on the

effects of the_ lower esophageal sphincter_ jn_cats. To study the effe;fts of
th&uhamamlagm_a.gen?s_gn_xmmtmeﬂulaunumg_ édenﬂ cyclase.

TecHnicA AeproacH: Since the ipception of this protocol,. several jmal models
hayé ‘been tried ?nc?ud%n tBe gat, opossum, gng ?%naﬁy the ra E}t W‘esenﬂy,
this protocol would be studied utilizing the rabbit as an animal model.

Prosezss Durins FY-82: Progress in FY82 has been hampered by a lack of a biochemist
to do the enzyme assays of adenyl cyclase.

AecunaatTive FEDCASE Cosr: Fecuuatve Couract CosT:

Muszk oF SusyzcTs Studied:
FY-82: 0 YotaL (10 pars): 30 Berore Coxwrevion o7 Stusy:

Sertous/UnexeecTed Sioe Errects v Susuzcts PaaTiciPating 1t Prouzet(is noxe 3 STATS):
NONE

CorcLustons: Continued problems in finding a biochemist with

do enzyme assays have hampered the feasibility of this project. Presently I am
involved in locating an interest in individuals at WRAIR who may be available
for these enzyme assays.

PusLICATIONS 0 ABSTRACTS. FY-82:

122




i TATE: 20 sep 82 | Work Uit Mot 1492 Status: InTerIM x . Fina
| STARTING DaTe: Date: oF CovaLETION:
koy YORDS:

|

|
T17LE oF PROUECT: The Sequential Staging of the Liver in Hodgkin's Disease L
with Laparoscopy and Laparotomy [

|

|

PrincieAlL INVESTIGATOR(S): LTC David A. Peura, M.D.

COL Lawrence F. Johnson,

FSSCCIATE INVESTIGATOR(S): COL Juan D'Avis, LTC Grant Taylor |
FaciLity:  WRAMC Dem/Sve: Gastroenterology Service
fccumuLaTIve MEDCASE AccuvuLATIVE CONTRACT AccUMULATIVE SupPLY
CosT:_None CosT:_None CosT: None
FY-82: MEDCASE:  Cowtract Cost:  Supeiy Cost:  |DaTE OF CoMMITTEE APPROVAL OF

None None. None ArnuaL. ProGRESS REPORTFEB 25 1983

- . i
STUDY ORJECTIVE: TJo evaluate the role of laparoscopy in clinical stage III or IV

Hodgkin's patients.

T=cenicar, fepr : See PLAN section of original protocol.

ForareEss puRIN 82. Again, no patients have been assessed under this protocol
since no patients have been referred to the Clinic that have undergone laparotomy
following their laparoscopic examination. It is felt that continuation of this
protocol should be incurred since an occasional patient will undergo laparotomy
following his laparoscopic procedure; and hence, data can be generated. There is
no funding involved in this protocol.

IHMBER OF SUBJECTS TO BE STUDIED E=FCRe CoMPLETION OF StuDy:

Szpicus/UnexpPecTeD SIDE EFFECTS IN SuaJscrs PARTICIPATING IN ProuecT:

CgﬁCLuSIQDS: No conclusions can be drawn at this time since no additional patients i
have been assessed intn the study. ‘

PL2LICATIONS OR F3STRACTS, FY-g2: None ) - 1

Ed
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Darz:5 Oct 82 | Wosk Untr No.: 1426 Srarus: Intemist X Fima
SrarTuig Date: 1976 Date or ComsveTion:

Key Voros: Indomethacin, rabbit esophagus, acid induced strictures
TITe ¢ Proyzct: 1he Eirtect of Tndomethacin on Experimentally Induced Acid
Strictures on the Rabbit Esophagus

Princrea InvesTicator(s): LTC Roy K. H. Wong, M.D.
Asscctate Investicaror(s): COL Lawrence F. Johnson, M.D,

Faciuity: WR&IC Depr/Sve: Gastroenteralogy Service

Accumnative FEDCASE CosT: Bccumnative Conmract CosT: Accuswarive SuppLy Cost:
$5,000.00 0 $10,000.00

FY-83 #EDCASE:  Cowtract Cost:  Sueery Cost: Date oF ComiTres Foprovar OF

Eamyar Prosazss Rercar EEB 25 1983

Stuoy Osy=ctive: 10 study the effect of indomethacin in preventing acid Tnduced
sw?avm_m rabbits

Tecuwica AsproacH: Infuse acid into the rabbit esophagus which in turn produces

severe exophagitis. The animals are then followed by esophagoscopy and BA
lopment of stricture formation.

Prosezss Duains FY-82: Presently, with the addition of a new technician, beginning

this protocol has been attempted. Animals have been procured and presently 5

animals have been studied manometrically for accession into the study.

Muser oF SusJdzcts Stupies:

Fy-82: 5 ToraL (Tc pars): 40 Berore ComeLeTion oF Stuoy:

Sertous/UnsxpecTep Sips Errects 1n SusszeTs PaaticipariiG In Prouzct(is nong $9 STATE):
NONE

Concrustons: This study will be actively pursued at the beginning of this fiscal
year as more technical help has been available.

PusLICATIONS 0R ABSTRACTS. FY-82:
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Date: 5§ Oct 82 § Yoax Uwir fo.: 1427 Status: Intemim X Fiow ‘
1

Srazring D,x;ei II19;7 — - CDare S* fomeLET10): . 1 ’

Key boros- ¥itrogl ¥gg’ rine ' ] t

Tine ¢F ProuzcT: Nitrog]yéerine, Terbutaline, and Aminophylline in the t
Treatment of Achalasia ' j

PrrncreaL lsevmsTicatorls): LTC Roy K. H. Wong, M.D.
Asscciate InvesTicatox(s): COL Lawrence Johnson, M.D.

FaciLivy: WRAC Derr/Svc: Gastroenterology Service
Accesarive FEDCASE CosT: Becumnarive CoutracT Cost: Accu:f.%ua 6v= SuepLy CosT:
0 0 500.00
CFY-83 FEDCASS:  Contnact Cost: S 5T: Date o= CormiTTec AorrovaL OF
_:_%Y:__ Y %w b Fxwuas. Prosazss Repoar £EQ 25 1983

Stuoy Oaszcrive: To study the effects of aminophyiline, nitroglycerine, and
terbutaline in patients with achalasia
Thamicn fosronn: INSErtion of a manometry probe 1nto the LES-Measure pressures;

infuse various pharmacologic agents and determine changes. Patients with sigm:ficant
changes in LESP undergo scanning (nuclear Med.) to quantitate esophageal emptying.

Prosezss Durtis FY-82: Seven more patients have been entered into the study during
FY82

Missgr oF SusdzCis Stubied:
FY-82: 7 Tota (o pate): 13 Berore ComsLeTiov oF Stuzy: 20

Szrious/UmexpecTep Stos Errects In Su3dzers Parvicipathis 1n Progzct(1F noxs sa STATS):
NONE

Cancrusions: Study is progressing fairly rapidly and is expected to come %o
compietion sometime in FY 83.

PusLICATIONS OR AssTRACTS. FY-82: Abstracts have been submitted in FY 80,
Gastroenterology

[ P
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Doz 6 Oct 82[ Mok beirgio: 1429 o fSeps boirie X7

o e = e

FY80 B Lo o Tommzrion. 5 years

Tim: o ProceT: Colchicine Therapy of A]cohohc Liver D1sease
A Multi-Center Randomized Controlled Study

Famcera pwasticarsalst: MAJ Maria H. Siogren M.D.
Lisociare Livesticaror{s): LTC David A. Peura, M.D., LTC Michael A. Dunn, M.,D,
Facoimy: WA Depr/Suz: Gastroenterology Service

s

Aot At tve FEDUESE Cost: Feceneattve Conivpact CosT: Recy anaTive S'PP'Y Cost:

F(-33 =LCA3E: Cowrnact Cost: Suepey Cost: Uare o= o w i Favzova Cr

e baruat Peeanzss Repsar EER 25 1983

S e mm e e~ et m o ————- .-_--..--..._-__—_--—-..__-....---__..-_-_..___-_- Dy TS .-_—-..-_--

Siu CTIVE: evalyate the r of_colchicine and its b111t revent
pro&%"essiron‘to c?rrhos n ?coﬁo?1 ?ver d?sease or af?ect a¥r dB established
alcoholic cirrhosis.

Tecesica Paranwu: Please refer to original protocol

Prozsiss Tuaes FI-62: In this multi-national ongoing protoco] Emory University
School of Med1c1ne has randomized to date 20 patients with alcoholic hepatitis,

the Center for Advanced Studies of the National Polytechnical Institute,(see below)

Pasaz o7 Sonosers StupiEn:
V- Tera (raparzd: 45  Besome CoveieTior o7 S1es: 1560 (estimated)
SmaicusnU mpnei iy Sin BRREeTs i SU2ICT3 Do cqacting tn Seegte g ;;;Ef;T_Tiu‘z)- o

C..-.ui7 . 45 patients are being actively avaluaBed " No adverse effects have
been noted. The data have not been analyzed yet.

fusiizations L fastracrs. FY-S2: None

Progress During FY-82, continued: Mexico City has entered 19

patients and the Tale-New Haven University School of Medicine,
6 patients with alcoholic liver disease at WRAMC, 1 patient is
currently being evaluated into the study.
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Darz: 28 Sep 82 Yosx Untr No.: 1431 Sratys: Inrzrin X Frow |
Starti:s Date: December 1980 Date of Cogeevion: 1982 ! |
Key Yioras:  Reflux Esophagitis, Indomethacin :

Time cF Proszct: A Douple-blind Clinical Trial of the Efficacy of Indomethacin L
in Promoting Healing and Decreasing Symptoms of Peptic Esophagitis. |

PrirciraL Investicaror(s): MAJ Dennis R, Sinar
on aste .
AsscciaTE ImvesTicaroa(s): LCDR E. J. Cattau, MAJ Thomas P. Gage, LTC J. Rice

Faciivy: WREHC Der1/Svc: Gastroenterology Service
Accuup aTive FEDCASE Cost: Becumn ativz Coutract Cost: Accumuiative Supery Cost:
0 0 . 0
"FY-83 FEDCASS:  Cowtract CosT:  Sueery CosT: Dare ¢7 Cormnitres feprovar O
0 _ 0 0 Famyas. Prozazss Pepcar EEB 25 1083
....... |

Srupy 034CTIVE: To investigate the efficacy of Indomethacin in promoting healing
and decreasing symptoms of peptic esophagitis.

TecunicAL AcprcacH: Patients with endoscopic and symptomatic reflux esophagitis
will be entered into a double-blind cross over study of the effect of
Indomethacin ypon healing of their signs and symptoms of esophagitis.
Prosazss Duains FY-82: No patients at WRAMC were entered into this protdcol because
no patiets who met the strict criteria for entry were identified,

lumser oF Susszcis Stupred:
Fy-82: Torau (vopate);  Berore CoweLeTion o7 Stusy: Study Terminated

Sertous/Unexezctep Sioz Errects tn SusuzcTs PaaTiCIPATING It ProuscT(iF nore $9 STATS):
N/A

Concrusions: This study is terminated because of the difficulty in finding suitable
patients due to the strict entry criteria of the protocol and because several

of the investigators including the principal investigator have moved to different
assignments or terminated their associgtions with the Military.

PusLICATIONS OR ABSTRACTS. FY-82: None

FY 83 - Funding requirements: none are anticipated. 1
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Davz: 5§ Oct 82] Mok Buir fa.: 1432 Status:  Interi X Firan
Startiis Dare: 1980 Dare oF ComoreTion:

Key horos: Lithium, Cytoprotection, 16,16,Dimethyl PGEp, Nicotinic acid, Aminophylline
Time o7 Progzer: Lithium, Nicotinic Acid, Aminophylline, and 16, 16, Dimethyl
PGE; as Cytoprotective Agents

PatnciaL Lavesticaroals): LTC Roy K, H, Wong, M.D.
Assccrate InvesTicator(s): COL Lawrence F. Johnson, M.D.

Facuivy: WRANC Dept/Sve:  Gastroenterology Service
Accumrative PEDCASE Cost: Accumurative Coiitract CosT: Aecumuative SupeLy Cost:
$10,000.00 0 $20,000.00
FY-83 FEDCASE:  Conrtmact Cost:  Supery CosT: Date oF CommiTrEE ForROM =
$5.000 $10,000 . $18,000 Fowwons Procmes Rerors BB 25 1983

Stupy O3JsCTIVE: . ; ;
m, PGEZ on gastric cytoprotection in the rat.

TEcunicaL AopRoacH: Rats are pretreated with the pharmacologic agent, then 95%
ETOH is instilled into their stomachs. The animals are then sacrificed and

d f hemorrhagic gastritis.
Prosazss Duatis FY-82: The second revision of manuscript on some of thé Cyto-
protective data is in progress. Presently, additional work to fulfill requirements
for publication are under way.

Muser oF Susdzcts Stupien:

FY-82:71,00 3“:’;‘:5 TotaL (70 pate): Berors ComeLETION OF STUDY:

Ser1ous/Unexazcrep Seoz Errects v Susuzers PARTICIPATING N PRouzeT{1z HONE $O STATE):

CoxcLustons: Progress in this particular protocol has been substantial, and
further work concerning cytoprotection is presently being investigated.

PusLicaT(ons 02 ABsTRACTS. FY-82: Abstract submitted FY81
Work being reviewed for publication in a major gastroenterology journal
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Dare: 5 Oct 82 | Yoax Buit No.: 1433 Status:  Inteptst X Fira
StarTi Date: Date or CovereTicn:

Acid Infusion
Kev lioros: Gastroesophageal Reflux, Esophagitis, Radioisotopic Labeling, Organ Culture
TITE ¢ Prouzct: vevelopment of an Animal Model for Gastroesophageal RefTux

PrincioaL [nvesticarsa(s): LTC Roy K. H. Wong, M.D.
Assocrate Investicator(s): COL Lawrence F. Johnson, M,D.

FaciLity: HREHC Dert/Svc: Gastroenterology Service

Accuennative FEDCASE Cost: Acceemaatrve Conitracy Cost: Accumuiative SuppLy CosT:
$15,000.00 0 $5,000.00

FY-83 FEDCASE:  Contract Cost:  SueeLy Cost: Date o= Corrrres deerovaL 0z

Frinyar, Prosrzss Rerorr FER 25 1983

————————

nto the esophagus of a rabbit. Studies involving histology, thymidine uptake
as measured gquaptitatively & qua1itat1ve1yjrad'ioautography5are underway.

TecHnicaL AeproacH: Rabbits are anesthetized, a catheter is then placed Tn the esoph-
a after var

.IN HC1 is infused for mips. ing perigds of infusipn, the
a 1mast%rtgh§gg£iﬂce3 - gross and ?\?sto?ogic sect1on¥ mgdg ang grade ?or the’
Prosezzs Duzing FY~82: ~ 40 animals have been studied in FY 82 utilizing various

roups of animals with different acid concentrations stydying both the thymidine
aptaﬁe and measuring the upt.aEe v?a Satg emiss?on and a sg ?gee below) o

Bssez oF SusszcTs Stubienp:

FY-82: 40 ToraL (To patz): 40 Bzrore Comeretion o7 Stupy: 80

——

Sertous/UnexescTed Sipe EFrects v Susszcts Paaticiparing i Prouzct(iF 1982 SO STATE):
NONE

Coxcrusions: Significant progress in terms of improving the experimental model

has been made in'FY82. One gastroenteroliogy fellow has studied 40 animals

using various concentrations of acid in the rabbit esophagus and has utilized
techniques to extract the radioactive DNA and also to initiate the assembly

of methods for radiocautography. In addition, we are at present setting up these
procedures in the laboratory with the addition of new technical help.

PusLIcATIONS O ABSTRACTS. FY-82:

Progress During FY-82 continued: studying samples for
radioautography.
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Darg: 5 Oct 82 { Hosk Gnir flo.: 1435 Sratus: Interid X Fiwa,

Sraqriig Dare:  FY81 Date oF ComeLeTion:

Key Vioros: Achalasia, Genetic linkage, HLA typing

TiTee cF Prouzct: Genetic Linkage in Achalasia

Patnciea. lavestrcarorfs): LTC Roy K. H. Wong, M.D,

Associare InvesTicarox(s): COL Lawrence L Johnson, M.D.

FaciLity: HRAL Depr/Svc: Gastroenteralogy Service
Accuswrative FEOCASE Cost: Accumnative Coimract Cost: Accuvuarive SuppLy Cost:
0 -0 $5,000.00
FY-83 PFEDCASE:  Contmact Cost:  Suseey Cost: Dave of Cormitree Forrovar O
. FauaL Prosazss Repcat FER 25 1983

Sruov Osuzctive: To study the association of HLA in patients with achalasia.

TECuNicAL RPPROACH: HLA Typing

Prosazss Dyainis FY-82: Seven patients were typed in the transplant HLA typing
lab. ‘

Huomaen oF Suszszcrs Stupien:
FY-g2: 7 YoraL (vo pate): 22 Berore ComeLeTion o7 Stusy: 30

Sertous/Unzxrzcred Sz Errects v Susszcis Paaticiparing 1o ProuzeT(1F nonz 9 sTATE):
NONE

CodcLusions: We are still collecting data over the last two years, and have
colTected 22 patients who have been typed with HLA determinations being made.

PuBLICATIONS OR ABSTRACTS. FY-82: NONE
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|6 0ct 82 e inirii. 1436 ltupm feeas X

”y‘z?él~ June 1981 o Dvs o T Indef1n1te

ﬂ;l_};‘}&,\J Magnetic Field Hemostasis, A Proposed Treatment for Upper
Gastrointestinal Hemorrhage

Poririnal lnvisi carsa’s). MAJ Mark T, Birns, M.D.
fsinctane lrvestigaton(s): COL Lawrence F. Johnson, M.D.
| Poor/Sice Gastroenterology Serv1ce )

Foccaoarrvs 12CCALL Coste

$8,000.00 0 L.

V=33 PILCASE: Cenioacr Ceste Suseey (osT: ' f'ur oF C et Er Lovagal CrF
0__ 81,500 $3,000 | Procazss Repoar FER 251883
_______________________________________________________ .
S-uy 2s.zcrivz: To determine whether a ferromagnetic paste app11é8'%6'3"51eed1ng

Tesion in a magnet1c field will stop upper gastrointestinal bleeding effectively.

TeaEnich Foozonci: App11cat1on of this ferromagnet1c paste via a catheter passed
at the time of initial diagnostic panendoscopy for upper GI bleeding. An external
_e]ectromagnet will provide the magnetic field.

s P-4t Awaiting ‘electromagnet arrival at present; MICU #4967, Bed I
H‘H’tﬁ‘ée e phase power and water supply/drain work order finished. Supp11es and

chemicals all on order; many received.
Mo o7 Sotore Sipiy:

FY-2: 0 Ters. (o parz): 0 Brroas Townrticr ox Sjuzv: 75
Sieills dnmoescias Sipe Trreers (n SUasiers Baavios

FusiizATICHs 22 FasTracTs. FY-82: N/A

" " N .
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Dave: 17 Sep 83 Mosx Uniy fo,: 1437 Status:  InteRtn_ X Fivae
StartiG Dare: 25 Feb 8 Date oF ComeLevion:

Key toras: ,
Time ¢ ProvscT: actose Intolerance and the Diarrhea of Chemotherapy

PrinciaaL lmvzsTicarorfs): Thomas P. Gage, LTC, MC
Asscciate levesticarox(s): William Major, CAPT, MC; David A. Peura, LTC, NMC

FaciLtry: WML Dep1/Svc: Gastroenterology

AcaenaTive FEDCASE CosT: Becumaative Conitract CosT: Accusucative SuepLy Cost:
NA "NA - NA

FY-83 PEDCASE:  Cowtmact Cost:  Suspry Cost: Date oF CommiTTeE feeroval OF

FamyaL ProsR=SS choar

o D-\ = e . - . i
Sy OsizcTivg To study the cause of diarrhea in patients on chemotherapy

TecticA fepROACH: Modification as per addendum (approv. * 29 June 1982) to
allow for three, rather than one, post-chemotherapy breath tests.

Prosazss Duaiis FY-82: The GI Clinic has only recently overcome technical prob-
lems with the gas chromatograph used in performing the breath tests; since
test (3 mos), we have not enrolled any patients

Bunser oF Susyzcis Stupsen: _
FY-82; 0 ToraL (70 patz): 0 Berors CometeTion oF Stusy: 15

Szrious/Unzxpzctep Sins EFrects v Susuzets PaaticipariiG 1 ProJzcT(1F nOXE $3 STATS):

ConcLusians:

PusLICATIONS 02 ABSTRACTS. FY-82:
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Datz:28 Sep 82| Yosk Luir flo.: 1438 Sratus: futemts X Fao
Startins Dare: 1982 Date of Comeerion: Indefinite, probably 1984

Key loRos: Gastroesophageal Reflux, aspiration , sleep

TimLe ¢7 Proyzer: Gvernicht pH Monitoring of the Esophagus and Pharynx to Define
Sleep Related Events Associated with Acid Esophagopharyngeal Reflux, A Risk
Factor for Puimonary Aspiration From Gastrpesophageal Reflux

Principac Invzsticarcr{s):Jam . Ki F, Johnson, M.D.
Assoctate lmvestrcator(s):K. Rajagopal ,M.D.,MAJ., W. Orr,M.D., B, Jabbori,M.D.,LTC
Facriivy: WIAC Dapr/S'c Gastroentero]ogy Service
Accc:-:w_ATxveoi'EBCﬁsSE Cesr: Afcuaw_ﬂnvh %c ;TRACT CosT: Accuf,un.,\r;%-S;;;;;;‘E;;T“
FY-83 FEDCASE:  Cowntmact Cost: Syesry Lost: Date oF Camitres foerov,

$9,000 0 $1,620.00 FanuaL Prosazss PepeaT F"g FEB 25 1983

—— o o o o e e o o e

Stuoy dsJzcrive: To define sleep related events associated with acid esophago-
pharyngeal reflux, a risk factor for pulmonary aspiration.

Tecunica Aoeroac: Subjects with gastroesophageal reflux and symptoms suggestive
of aspiration or with pulmonary illness thought to be associated with reflux, such
as asthma pulmonary fibrosis interstitial pneumonttis will be studied during sleep.

Prosazss Duaing FY-82: One subject meeting the entry criteria (Seetetow)
was studied during the Fiscal Year 1982. Although the tracing obtained was
technically adequate, it became apparent that computer support (see betow)

Ruser oF Susszcts Stusien:

FY-82: ] ToraL (o pars): 1 Berors CowereTion oF Stusy: 30
Sertous/Unzxezcrep Stos Errects v Suzszers PaRricipariiG int Prouzct(1F 1Nz SO STATE):
NONE

Concrustons: Deferred pending further investigation.

Technical Approach continued: These subjects will be monitored
overnight with esophageal and pharyngeal pH probes, EEG, and
other monitors to record swallowing and respiratory frequeuncy,
changes in air flow, and coughing.

PusLIcATIONS 0 AssTRACTS. FY-82: None

Progress During FY-82 continued: would be necessary for adequate
interpretation of the study. We are currently engaged in approach-
ing various leads to determine the most efficatious means for
obtaining such computer support.
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TATED 20 sep 82 Yok Uit Nov: #1439 Status: DtTERIM_x . FInAL

STARTING DATE: 1 Jan 82 Date oF CorLETION:Estimate: 1 Jun 83

! (RN

FEY WoRes: Chronic Dyspepsia  Reflux  Biofeedback

Ti7Le oF ProuscT: Chronic dyspepsia and excessive daytime gastroesophageal reflux:
manometric mechanisms associated with reflux and therapy with biofeedback

PRINZIPAL INVESTIGATCR(S): Steven S Shay LTC

Anammr am Vi e -— !~
FSSCCIATE 11"NCDE£GASOR‘.D)2 Lawrence F. Johnson COL

FaciLiTy:  wd'C L=e1/Svcs Gastroenterology
fecoLative PEDCASE fecuvutaTive CoNTRACT Mecumuiative SurpLy
CosT: CosT: CosT:__$300.00

FY-s2: PEDCASE: ContracT Cost: SupepLy Cost:  |DaTe oF CovMITTEZ APPROVAL OF
— $150.00 AwaL Precress ReporfEBR 25 1983

Q. 1 " . . N .
:llgﬁlibim-CIlYEJ Effectiveness of behavioral therapy, biofeedback, on control of
symptoms of heartburn and dyspepsia

Tzcenitcar, FPPROACH: Step 1: Documentation reflux by standard tests; Step 2: defining
mechanism of reflux as associated with a Valsalva's maneuver; Step 3: biofeedback
against abdominal wall, + Tension; Step 4: Confirm efficacy or failure with repeate
24 hour pH monitoring.

3 patients accrued in addition to 4 other patients
previously studied and treated at LAMC

LN

LoMSER OF SUBUECTS TO BE STubDI=D BEFcRe (CovPLETICN OF STupy: 10

Sznicus/Unexpecren Sips ErFeCTS 1N SUBJECTS PARTICIPATING 1 FROUECT:  None

Corclusicns: Preliminary: Five of seven patients have improved with documentation
of same by 24 hour pH monitoring.

PURLICATIONS GR F33TRACTS, FY-82: None
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Dare: 1/17/83] Voax Unit No.: 1440 Sratus: Interim X Fina
SrasTits Darg: Oct 81 o fare o ComerLerion:

Key VLiomas:

Tine cF ProJicT: poes the Size of an Esophageal Stricture Determine Medical
Treatment and Clinical Course?

Privcroa. Invesricaror(s):  David- A. Peura, LTC, MC

Asscciate Imvesticatar(s): Stephen R. Fre ., MC; L. F. Johnson, COL, MC
Faciuivy: FRAIC I Derr/Svc:  GI

Pecuruative MEDCASE Cosr: Eccumnative Caurract CosT: Accumuarive Suseey CosT:
—See Original Protocol ! __  None _None
FY-83 EDCASE: Cowrmact Cost:  SuseLy CosT: Date o7 Cosmitres foere A
None banyar Pronzss Reecar “é)'z 5 1983
See original protocol

Stuoy J3yzcTive: 1. Do x-ray and endoscopic measurements of esophageal stricture
correlate? 2. Does stricture size dictate type & size of dilator initially

2 i e rate of symptoms
TECHN i CAL APPROACH:

See Plan section of original protocol

ProsR:zss Duains FY-82: Twelve (12) patients have been entered into the protocol during
the first year of its being in place. Of these 12, eight patients had a benign
peptic stricture, four malignant.

Nuser oF SusuzcTs Stupien: _
FY-8: 12 ToraL (1o pare): 12 Berorz Comeretrcs o7 Stusy:

Ser1ous/Unzxeecten Sios Errects v Susuzers Paaticieating 1 Prouzct(is 1oz $0 sTATs)
None

Concrusions: No conclusions can be drawn at this time because of the small sample
size enrolled in the study. Because of the small number which is far short of
the goal, continuation of the protocol for at least an additional year is planned.

PusLICATIONS OR ABsTRACTS. FY-82:
None
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Dare: 28 Sep 82| Voax Lutv Ho.: 1441 Status: luteiem X Fuo
Startiis Dare: Auqust 1982 Date_or CovsteTicn: 1983
Key Voods:  Irritable bowel syndrome, Fibromyalgia

Time 7 ProJzci: stydy of the Prevalence of Fibromyalgia in Patients with
[rritable Bowel Syndrome )

PaincizaL lnvesticarsals):  Richard J Raskin, MAJ, MC, James W. Kinendall, MAJ, MC
Asscciete livestrcaron(s): Lawrence F. Johnson, COL, MC, Richard C. Welton, MAJ, MC

Facniivy: WRAEL Depr/Syc: Gastroenterology/Rheumatology
Recuswarive FECCASE Cost: Fecenaarive Contract Cost: kecuwwnative &J?PL\:E;ST:
' 0 : 0 $1,604.40 (incl FYB83 budget)
FY-83 PECCASE:  Cowtnact CosT: Suseey Cost: Pare o7 Coonitreg fomravar O
0 0 $1,604,40 Fanyar Prosrsss Reecar FEB 55 1983 .
1

Stuoy Osuzcrive: To determine the prevalence of symptoms of fibromyalgia in
patients with irritable bowel syndrome

TEcwiiicaL A2proxcH: Patients with irritable bowel syndrome and control subjects will

be identified among patients attending the Gastroenterology Service. These subjects
will be referred to the Reumatologqy Service for evaluation for symptoms or signs of
Prosa:ss Dununs FY-82: This protocol was only recently approved by Fibromyalgia.
the Clinical Investigation Committee. To date, only one patient has

been entered into the study. (Continued Below)

sz or Susszcrs Siupien: .
N : 50 Patients &
FYy-82: 1 ToraL (70 pats): 1 Berors CovwreTion 07 Stesy: 50 Controls

Serious/Unzxezcten Sicz Errects 1 SusszcTs Paaticpartis 1 Prouzct(17 noxs s3 sTare):
None

Coxcrusions: Deferred

PusLICcATIONS O As3TRACTS. FY-82: Nope

Progress During FY-82: It is our plan to assign to Staff Sergeant

Carol MacDonald the task of identifying the irritable bowel subjects
and control subjects using a flow diagram and referring the subjects
to Dr. Raskin in the Rheumatology Clinic. This should markedly o
speed the process of identifying these patients. ) 1




PATE: 20 sep 82 Viore Uit tow: 1442 Status: InTeriM_x_ FInaL

SauTinG DATE: 1 Jun 82 DATE OF (CMPLETION: Est. 1 Jun 83

}=Y WORDS: Domperidone, Severe gastroesophageal reflux

Tr7LE oF PROUECT: The Effect of Domperidone on Gastroesophageal Reflux in Symptomatic
Patients with Severe Esophagitis

PrINCIPAL INVESTIGATOR(S): Steven S. Shay LTC

£sscclATeE INvesTIGATOR(S): Lawrence F. Johnson COL

FaciLITY: VRA'C DepT/Svc: Gastroenterology
AecovuaTive MEDCASE AccuvuATIVE CONTRACT AccmuLATIVE SuppLY
CosT: ___— CosT:___— CosT: $100.00

FY-82: TEDCASE:  (ontract Cost:  SuepLy Cost:  |Date oF COMMITTEE APPROVAL OF
= = = ArvuaL Proeress PeporTFEB 25 1983

SpY C3JUECTIVE: Objective improvement on measured reflux by 24 hour pH monitoring
in patients treatéd with domperidone

TecHntcal APPROACH: Step 1: Clinically indicate tests for reflux show severe
esophagitis; Step 2: Treatment with Domperidone for 24 hours during pH monitoring

ProcrEss DURING FY-82: Firgt 6 patients accrued and studies completed

\43ER OF SUBJECTS TO BE STUDIED B=FORE COMPLETION OF STUDY: 15

Szricus/UnexPecTeD SIDE EFFECTS IN SUBJECTS PARTICIPATING IN ProuecT:

MLLSJ&LLS. None to date

PLaLIcATIONS OR £BSTRACTS, FY-32: None
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fxr”28 Sep 821 bow tuir fis 1443 i Sarusy dwrepen | X Finel

1982 [ (oml o Indefmite probab]y 1984

e Cort1costero1ds, pancreat1t1s
'; 7 fras.ci. Efficacy of Corticosteroids in Severe Acute Pancreatitis in Man ;

Pricioa lasniaarsals): James W. Kikendall,MAJ
~ . : W.m. Steinbérqg,M.D L F "Joﬁ"son M0, 7T, Lipman,mD.
hsinarare Livestizaran(s):J, Rich r,M, ;,_M Goid, M.D., C. Rudzk1,M D.

S e iveys = (e Y, Nars Ao —c
FY-C3 FIoUIRE s ot Coste Suzeyy Coste s oF Lo et TopRt g
;
re

FAUAL Prgns 3 Pepoar cz:- ? S 1077

fﬁ“pTace‘Bo ‘in the treatment of severe acute pancreatitis

y T F”__.;u i:Patients with severe acute pancreatitis  will be randomized to
hydrocortisone or to placebo at entry into the study. The clinical course of 4
_patients on hydrocortisone treatment will be compared (see below)

ficoi fue 5 F7 52 No patients have, thus far. been entered into the study

pending approva'l of this protocol at the various institutions which will be
involved in the multicenter study. A meeting of representatives (see telow)

ol Sﬂ_,.__C) SuJ'-.;

FY-82: o Toial Gropats): @ Beromz Cowwtericn o7 SiesvialQ at WRAMC

h~ 1-2

C- . v Comepmm . -——
Sterousinaeacied Sicz Erezars in Suscrins Poaviciearios an Prauter(is i sa srare)s

NONE

g_____i ;o3 Deferred

52:  NONE

Posctzarions ¢ fustracys, FY-

Technical Approach continued: to that of patients on placebo
medication.

Progress During FY-82 continued: from the various institutions
will be held in October 1982 to
; work out final plans for the conduct
i of this protocol.
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Darz: 17 Sep 82] Voax Lurr Bo.: 1444 Status: fnteiy X Fina
Stagrizs Dare: 29 Dec 81

Date_or Cowemicn: _dJan 83

Key Loras:  Intestinal Biopsy
Time cF Proszct: Small Intestinal Biopsy using Swallowed String as a Guide:
Comparison with Standard Techniques

Parxcroan Isvesticarcals): Thomas .P. Gage, LTC, MC

Assaciarve lwvesticaror(s): David A. Peura, LTC, MC; Lawrence F. Johnson, COL, MC

Faciuivy: HREMC Dzpr/Svc: Medicine/Gas troenterology

Fecuapatives FEOCASS Cost: Aecuwnarive Contract Cost: AccumuLative SuepLy Cast:
NA : NA | -NA

Fy-83 FEDCASS:  Conteacy Cost: Susery Cost: Dare oF Commitres beerova, QF

Famyar Prosrzss flepcar o . 2 7 1093

———— -——

Stuoy D3yzcTive: To attempt to develop a simple, reliable tegh_n_ique to B
obtain intestinal biopsies, and compare the new method with standard techaiques

Tecuicn, RPPROACH: The patient swallows a weighted string which intestinal peri-

‘staltic activity advances to the jejunum; a modified Rubin tube biopsy capsule
As advanced over the string, allowing rapid advancement to the hiopsy site.

I

Prosazss Duatis FY-82: One patient was admitted to the study and randomized to
receive the standard biopsy technique.

Hiwazz oF Susszcts Stupien: |

FY-82: 1 ToraL (70 pata): 1 Bzroez ComoreTion o Stusv: 15

Szrrous/Unzxeacten Sios Errects In Susszers PaaricieariiG 1t Protzet(ie pove SO STATE):
None '

Loxcrusions: It is hoped that 4 or 5 more patients may be accrued before the
above completion date, such that if early results show benefit to the new
technique, an extension of the trial completion date may be requested.

PusLicaTions o2 AssTracts, FY-82:
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Dave:19 Jan 83| Vox Luir ff.: 1445 Stavus: furgines X Fuios

Startiti Dare: June 1982 Dave cf Cowmericy: End 1983

Key Viom0s:

Tine ¢7 PROJICT: ggmTc - Tagged Chicken Liver Gastric Emptying in Patients
with GER .

PrinciraL ]n\:EST‘GATGRCS)Z Steven. S. Shay, LTC, MC

Asscciate lmvesticaroR(s): Lawrence F. Johnson, COL, MC

Facieiiv: WREE X Dep7/Syc:  GI

Accusaearive FEBCAE Cost: Fecermaative Conmract Cost: | Accwiwiarive Suspey Cosy:
~_None i $300.00 None ‘

FY-83 PEDCASS:  Cowntaact Cost: Suspy Cost: Dare oF CommiTres fomagvar O

__ _$300.00 FanyaL Prosazss Reecar BER2 5 1983

Stuny Osyzcrive: Contribution of abnormal gastric emptying to GER.

TEcuicaL AoPROACH: Patients classified into different GER groups. Then
gastric emptying assessed.

Pros2:3s Duatiic FY-82: Studied 20 subjects including 6 controls

lusza oF SusszcTs Stored: _
FY-82; 20 Tora (1o pavs): Bzeors Comerevio o7 Stuav:

Szrious/Unsxeecren Sios EFrects 1 Susizcts Praticieartis (r Paoyzer(is ovs s3 sTats):
None .

Concrustans:

Incomplete

PUBLICATIONS 03 ASSTRACTS. FY-82:
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Darg: 2/16/83] yogg Buir fo.: 1446 Status:  Intepim XX Fpooa
StarTits Dare; Dec 82 Dare oF Comorerion: 1984
Key WorDs:  Diltazem Achalasia '

TIME ¢7 PROJECT:  prppeT OF DILTAZEM IMPROVING ESOPHAGEAL EMPTYING
IN PATIENTS WITH ACHALASIS. :

PrincieaL InvegTICATORES): Roy Wong, MD
Assccrate luvesTicatox(s): L.F. Johnson, MD
FaciLivy: WRANC Dept/Svc: GI Clinic
Acas ative FEDCAE Cost: Accuuaative Conmract CosT: | Accuwiueative SupeLy Cost:
: JONE : NONE NONE
FY-83 IEDCASE:  Contract Cost:  Suspry Cost: Date oF ComiTree ferrgyar Of
_ Famya. Prosazss REPCRTF{EB %5 1983

Stupy OsJzcTive: Study the effects of Diltazem on improving
esophageal emptying.

TEcHNicAL ASPROACHDiltazem given post operative, followed by
manometric evaluation of sphingter pressure and esophageal

ProsREss U'JRIN; FY-82: One patient placed into protocol.

Mz oF Susszcrs Stupied:

FY-82: 4 ToraL (o paATZ): ] Berore ComereTion oF Stuoy: 9

Sertous/Unexpectep Sips Errects IN SusszeTs Paaticipatiig 10t Prouzct(is 1onz s9 state):
NONE '

ConcLusIons:

None, await further studies.

PUBLICATIONS OR ABSTRACTS. FY-82:

None
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Dave: 2/16/83 Mok Uuer . 1448 Status:  INTERIH yyx  Frra
Startii Dare: 24 August 1982 Date_oF Comererion: August 1983

Key \ioros: Rats, Salicylic Acid, Gastric Mucosa ¥

Tine cr ProsscT: EFFECTS OF SEMI-CHRONIC INGESTION OF LITHIUM AND
ACETYLSALICYCLIC ACID ON RAT GASTRIC .MUCOSA AND KIDNEY. i

PrimcroaL [nvesvicator(s}: Roy Wong, MD

Asscciate lmvesticaror(s): L.F. Johnson, MD

Faciiivy: WRREC Dept/Svc: GI Clinic
Accuruarive FEDCASE Cost: Bccuwparive Contract Cost: Accunuative SupeLy CosT:
- $7,125
FY-83 FEDCASE:  Cowrmacy Cost:  SuppLy CosT: Dave o= CamiTres feprovaL Of
— $7,125 Fanya. Prosrzss ReporT FER 2 5 1983

e T o iy gty

TEcHwicAL AePROACH: Lithium chloride given sub cutaneously, ASA
given post operative; labelled RBC's -- given IV -- measuring
of fecal blood loss measured in stool.

Prosezss &HNGFY4Q: Approximately 40 animals studied with many
improvement in methodology, injecting rat tails with ASA.

e o ko

fuser oF Susszcts Stworen: ' ,
FY-82: 40 ToraL (to parg): 40 Berors CoweLETION 07 Stuay: i

Sertous/Unexeacten Sipe Errects v SusuzcTs PaRTICIPATING 1M ProuzcT(IF none so STATE):

None thus far.

PuBLICATIONS 03 ABSTRACTS. FY-82:

None

142




[ '1LQ-_2-=82~,E Sy tar it 1520 . RN R 4
e e 4—14-74 O e T 11-12-76
Cranial Radiation

Tine ¢ FoicT: caLga # 7411 — Combination In Childhood Acute
Lymphocytic Laukemia.
iryfinaroys). Raymond B. Weiss, M.D.

FaciLi=y: VAT Fz?r/S' Hmatalogy/ Oncology -~ Dept. of Med,

SR NISE TR

AT ACT

Pooumarivz vE00AS Coars Foowmative Couvuncy Cfm: foogun mevs Guiegy T
0 0 0

F-45 E-L?&C!:ZE: Cc:ar-?:.ér Cesr: S'bf-'.h.' (. CLaizoos Tooonrirn foapnoen 05 .
o - R . i fangel Toriis f2p0 7 pER 25 1083

ST Ja4inTiviiAgqeess role of early cranial radiation . Determine role of more

vigorous induction for high risk patients. Campare three reinfarced maintance.

oy ‘_'\_"_._'" vt Standard risk patients were randomized to Reg. 1. Vincristine,
Prednisone, ‘Methotrexate s,introthecally and L-Asparaginase., Reg 2: Same plus
r.:_r.aga:u radiac,ton. High rigk patients were mamdomized to_regimen II ,regimen III
VoL : :[identical to Reg. IT but includes Dauremycin.| _

Protocol has been cloged to patient entry since 1976. 4 patients remain in
.complete remission . 2_are lost_to follow-up.

»” P ,

)

,,..AJJ BRI ~

i 0 Toiw vomim. 6 Fooos Uomveien 2 Son

6 LD _Closed
AT biiics g Sing SFerciy i Suasitia D oarng re Do e Loz gy pratile
NONE
e ST
Cooims See 78—79 Annual Report.
foorcricons o sasianrs, 1L

NONE
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e

Combination Chemoth.erapy Hodglc[ns Disease

T 78 7 UzanGa# 7451 —Comhination Chemotherapy and Radio:hexapy~of f
Stage. III Hodgk‘[ns Disease (Phase III), E

__Raymond B, Weiss, M.D.

Hem.atology/Oncology -Dept. Of Med, ;

i
0 . __ﬁ__N[ 0
NEERIV IO & D-‘:-’Z ¢ {e

________Q 0 0 0 ' (RSN fr

{ :
T ICTIvE: Primary: -To determine if ‘combination indgction ghemotheiapy

fo owed"h' single agent maintance therapy produces Gifferent fr ncies

of re_gp_onsz ,dugat:[og of remission and suryuval from treatment with a total-over

FFER 25 1083

Trowisg, fopanva

Vincristine 1l.4mg/m2 week IV X 2 - Procarbazine 100mg/m2 day 1-14 DC
Prednisone C Mg/MZ po/day 1-14 - RT. Total nodal irradiation ten our of 15 achieved
__ 1] acC.R.

bprmszzs Moo FY-2 Eintndds

DrIEE e Theg 1. WRAMC no longer enters patients on this study.

2. CALGB entered 14 patients from 4/28 to 10-22-80

Saass o7 Susutois Stunpo

PY-22: 0 Torae (rzoaved:_ 14 Besoez Cospgzvinn 27 3ius+: NONE

R yo [ O o A’
GINITHL R ICTID Sl.’:: CFCECTS el 3UILILTS Da TR TG T TANIITTO T it L StAT

None at WRAMC ,See below.

P pegme e
RIS C PR Chemotherapy followed hy Radiotherapy had BM taxity in int:[ally
symptomolic patient, Combined RT +CT had higher CR note but the same survival Note.

Fuoastearions <o fostaenrs, FY-22:

NONE

Study Objective, continued: nodal irradiation, total nodal RT
followed by Chemo and Chemo followed by nodal RT.
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Darz: 10/2/81 | Vox bu:r fio.: 1534 Status:  Intemim X Freme
Staeriig Date:  5/7/75 Date o Cowrerion: 10/77

Kev Yoras: MER Tmmunotherapy Myelocytic Leukemiz, i

Time cF ProsscT: CALGB: # 7521 - Comparative Study of the Value of Immuno- v
therapy with MER as adjuvant to induction and two maintance chemotherapy *
|

brograms in Acute Myelocytic Leukemia.

Princroal Juvesticatorfs):  Raymond B, Weiss, M.D.

Asscciate livesTIGaToR(s):

Faciiry: 13&E Dzpr/Svc: Hematology/ Onc. Dept. Of Med. i
Accum ativs FEBCASE Cost: Aecurartve Conivract CosT: Accumative SupeLy Lost: :
Q0 00 00" _4
FY-83 FEDCASE:  Contmact Cost: Susery Cost: Dare o Cormitree iepaovr:.xE g.:z .
00 o0 00 Ennyar Prozazss Repcar 9 1883

Stuoy ds4zcTivE: To determine whether Mer Immunotherapy increases remission
Tate or duration. To compare monthly maintance with ARA.C and 6tg with
alternating cycles of ARA-C and 6tg with. Vincristine Peranethasone and ARA-C
TecHuicAL foproac: Standard induction with ARA - C 100mg/m2/Day by continwous
infusTon for 10 Days + Daunomycin45mg/m2/da/I h d -2-3 th t-
ance arms, 2 Including Mer 1 of theéné/wi{:ﬁ. {:yglgz‘{g Vgﬁ agcyl %era:%eft ggong_xa’xin

Proszz3s Duatiis FY-82:

The 5 patients at risk for relapse in 1981-82 continue
in copplete remissdion.

Muser oF SusyzcTs Studien:

FY-82: 0 Tora (vo pate): 33 Berorz ComeLeTion oF Stusy: Closed

Szrtous/Unsxezcrep Stoz Errects v Susszcts Paaricipating 1 Proyzer(iF movz $2 STATE):
atient with bone marrow transplant (off study) has radiation induced
_C%wmlina.ung.d.isgas.e :

Covcrustons: Immunotherapy of no-benefit with Acute Leukemia maintancetherapy.
Discontinued after 3 years does not increase risk for repaspe . Study closed
for 3 years.

BLICATIONS OR ABSTRACTS. FY-82:
P Cuttner, S. ¢t al : Chemimmunotherapy of

Acute Myelocytic Leukemia with MER in Preparaties.

145




10—2-32 ‘;.;.,\__g_ 1535 s i -
"nrutf‘vn

Jlomsi o X
LT e 1975 :

e eIttt 1980

Py Adj\:yant_ Chammzthex:aw+ Inmunothe.rapy e
B

:CALGB # 7581 ~ Long Term Surgical Adjﬁmant Systemic Chemotherapy
With.Or w1thout Adjuvant Immunotherapy in Mammary Carcinoma.

P [ |

_Raymond B. Weiss, M.D.

R P LT IO W
- P A R L - A

et b cariarnin)e

S B

A o S - 'FEB 25 1983

To compare combination chemotherapy with or without immunotherapy
in treatment of stage II Breast Cancer .

”

| CMF VS CMFVP VS CMFVP with MER T

. Of the 42 patients entered on this study, 6 nave”heen lost to
folaow—up, 7 hav

e died, 29 are alive and being followed. Of these 29, 25
patients hauegno evid_gge of disease,and 4 4 patients are allve.witﬁ,disease.

“ _ j'f q T s ey 42 I SRS CALGB -800
T T T T T L RAMC - 80
- CUTED Lo LeTeITs i Syl e ,'f'}fﬁ_ “‘f.;" T
NONE T g
© 7 SEELAST YEAR

SEE LAST YEAR




Darg: 10-2-82 | Hoax Lugv N3t 1537 Status:  lutenim X Firo

Srartuis Dare: 8/5/75 Date of Cowrzrioy: Closed

Key bioros: Combination Chemotherapy Hodgkin's disease Stage 1V.

TITLe ¢F ProJicT: CALGB: + 7551 - Combination Chemotherapy and Radiotherapy for
Stage lv and 111 B Hodgkin's Disease.

Paincioal InvesTicator?s): mavmond B. Weiss, M.D.
Assccrare livesTicatoR(s):
Facnivy: WAL Dep/Svc: Hematology/ Oncology- Dept. Of Med.
Accumaative FEDCASE Cosv: Accuruative Conrract Cost: Fecuuative Suspry Cost:
Q0 aa 00
FY-83 FE0CAST:  Cowrmact Cost: Sueevy Cost: Darz oF Commitrez feepovar OF
Q20 00 00 Esnuac Prosrzss Reecat EEB 25 1983

Stugy d345CTIVE: Compare remission frequency and duration of 12 vs. 6 monthly cycles

of CUPP. To determine if radiotherapy augments efficacy of 6 monthly cyclesof CVPP
Ta.derermine {f radiotherapy given getween cycles 3and 4 is preferable to that

TecHMicAL APPROACH: after 6 cycles. § .
Chemo therapy CCN'E T5mg/nZ p%o. day 1, Vinblastine 4mg/mZfiv/day L and 8. Prcabalie

’
100mg/m2/po/ day 1-14. Prednisome 41mg/m2 pedal -14 , Radiotherapy 250Q rads.

Prosrzss Duains FY-82: Lin &4 weeks to gross disease.

=359
no longer inters patients on this study. CALGB entered 22 patients from
U%;Sﬂ to 167221780 .Prl:)[or to its closure weyentered 7 pt.s , 5/7 are in CR.
Fis3er oF SUSJECTS STUDIED:
FY-82: o Tora. (70 pate): 22 Berorz ComeLeTion o7 Stusy:  closed

SertousUnzxpzcten Sipz Ersects 1t Susszers PaaricipaTing 1t Prouzet(iF pov2 so STATS):
NONE

NCLUS[ONS:
Coucrustons There is no difference among the treatment arms f{n patients of re-

laspe on CR., Younger pat'dents (age less than 50) have significantly higher CR note
than older patientss. (age 50) .

PusLicarions o2 Aastracts. FY-82:

NONE
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Datz: 1072782 | Voax Buit lio.: 1538 Sratus:  InTemin g Frwe
Sraqris Dave: 7/28/75 Date_cF CometeTion: 3

Key dopas: Hodgkin's Disease
Time c7 PRoJiCT: CALGB:#7552 -~ Combination Chemotherapy and Immunotherapy for
previously treated Stage 111 B & IV Hodgkin's Disease.

Privcizay [rvgsticarcrls): Raymond B. Weiss, M.D.
Asscciate lavesTicator(s):
FaciLivy: WL Depy/Svc: Hematology/ Oncology- Dept. Of Med.
Acctmuative EDCASE Cosr: Becumapative CouvracT Co;r. Accuwaative SupeLy CosT:
Q9 06 00
FY-83 IEDCASE:  Conteact CosT:  Suserv Cost: Dare o7 Corantves FoerovaL 07
-00__ 00 Q0 Fawyar. Prosazss Repcar FER 25 1623

Stuoy JsJEcTIvE: Comparison of two different four drug regimens. To explore al-
naternating regimens. Examine contribution of MER.

TECHNICAL £PPROACH:Reference appended schema., Note addendum #5 ,discontinued

Mainsengéxe Chlerambucil. Addendum #6 discontinued. MER (Methanal extractable
residue CG) CCNU, UBN, Proc, PRED, (IMER) compared to BLEO. ADRIA,VCN, Streo-

“ProGazzs DuRinG FY-gzitozotic:Ln (IMER) exam of contribution of MER.
Study closed 12/8l. 6 pt's. were entered prior to this date, 5/6 are in CR. 1/6 dev-
eloped AML & expired.

Musea o7 SuzuzcTs Svupied:

FY-82: © ToraL (to pate): ¢ Berore ComeLeTion 07 StusY: Closed

Ser1ous/Unsxpzeted Stoz Errects 1y Susszets PaarictpatiiG 1o Paouzet(1F noxs s sTATSE):
one patient developed AML

ConcLusrons: preliminary analysis of dat indicates no gignificant difference
between chemotherapy regimens.

PusLICATIONS 02 ABSTRACTS, FY-32:

NONE
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Dars: 10/2/82 | Vosx Luer fla.: 1539 Status:  Inreris _ Fim X

_StarTig Darve: Date o7 ComeTion: 9/81

Key bioros:  Chemotherapy anf Immunotherapy in Stage III and IV Neuroblastoma

Hime 7 ProuzcT: CALGB: 7541: Combination Chemotherapy and Immunotherapy in
previously untreated Stage III and IV Neuroblastoma. A phase III study.

Princiean JuvesTicarcals?: Raymond B. Weiss, M.D,

Assccrate livestrearor(s):

Facieivy: WRAEYE Depr/Sc: Hematology/ Oncology -~ Dept. Of Med.

Accurarive PEDCASE Cost: Fecumpatove Contract Cost: kecuvative Suepry Cost:

00 aq Q0.
FY-83 FEDCASE:  Contract Cost:  SussLy Cost: Date ¢ CormiTree feerovaL OF
00 00 00 Fanys Prozazss Rescar EEB 25 198)

Stuny OsuzcTive: To evaluate the role of tripl; drugs, Vincrist-i-r;e, Cy-c-fc;phos—

phamide, and Adriamycon combination chemotherapy in previously untreated Stage
of -SEE

TECHNICAL APPROACH! yincristine, Cyclophosphamide, adriamycin, Vs. Vincristine below)
Cyclophosphamide, Adriamycin , And MER.

Prosrzzs Dunins FY-82: only 5 patients have been entered 1 was inelgible be-

cause of prior therapy and therefore taken off study. the remainin
4 have all gxpire.d. Tﬁg}; is now closed. WRAMC has no patients being %ollowed.

Musssr oF Susszcts Stupizo:[ This is a finalized report. [

FY-82: Q ToraL (1o pats): Berore Comeretion o7 Stuovy: CLOSED

Szr1ous/UnzxescTep Stos Errects 1t Susuzets Paatictpariig 1 Prouzct(1F 1oNE $9 STATS):
NOne

CowcrLustons:  WRAMC date too sparse to formulate any conclusions. CALGB data
shows both regimens to be effective.

PusLicATIONS 02 AssTracTs. FY-82:
NONE

Study Objective continued: Patients with disseminated neuro-
blastoma, both prior to and during therapy.
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Darz: 10-2-82 | Vox Lwtt fio.: 1543 Status:  Interis  yx  Finae |
StaaTiig Dare;  1/2/0/81 Date oF Cowererion:  10/79

Key bords: Lymphocytic Lymphoma
TitLe cF ProJzct: CALGB:# 7651 - Combination Chemotherapy for Stages 11l and
Iv Lymphocytic Lymphoma in Adults with our without Radiotherapy

Paincieal liwegricatorls): Raymond B. Weiss, M.D,

Asscctare InvasTIGaTeR(S):

Faciutry: WAL Depr/Svc: Hematology/ Oncology ~ Dept. Of Med.
Accurapavive FEDCASS Cosr: Becunnative CorivracT CosT: AccumuLativs Supery Cost: |
Q0 [810] 00
FY-83 iEDCASE: Cowrtnact Cost:  Susevy Cost: Dare or CorsmiTreEs Feeroyy Oz |
0w __ . 00 00 FawusL Prosazss Peport FEB 25 1983 1
-—— == 1
|

Sruoy dsuzcTive: To confirm improvement in remission induction of Lymphocytic

Lymphoma by adding Streptenigrinto ,Vincristine, and Prednisonme. To examine
t - ate

TECHHicAL APPROACH: Chemotherapy to all patients. Strep and duration
tengrin lmg/m2/ wki po/ x 6 wks. , Vincristine lmg/m2/iv/6 wks., Prednisone 40/
mg/m2/po/xbwks..Maintance RT. 30Q00-4000Q rads to bulky sites followed By (CVP}
Pros2z3s Duatns FY-82: [Cytoxan, Vincristine, and Prednisone or only CVR. 1

15 patients entered at WRAMC in the past. This protocol has been closed to patient
entry since 10/79. 3 pt's. are alive with no evidence of disease. 9 have expired

T - STUDIF.D‘.'[: Z are lost to follow-up. I has been taken oIl study due
to logistical problems.
FY-82: o TotaL (70 pate): 15 Berore CemeLeTion 07 Stusy: Closed

Szrraus/UnexpzcTed Sips Errects v Susuzets Paaticiparing 1 Prouzet(iF Ko sa stais):
Radiation Hepatitis

E—m At WRAMC, there is a 507 remissfon response rate with this therapy.

Radiation therapy has proven to he of significant toxicity following chemotherapy.

PuBLICATIONS 02 ABSTRACTS. FY-82:

None
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DATE: 2nsasan | Mook GntT No.: 1546 Status:  Intemm x  Fina
TUTZT O

Svarvics Dave:  7/27/77 Date of CowreTion: 7/16/79
Key Yomps: Acute Lymphocytic Leukemia :

TiTLe ¢F PeogzcT: CALGB : # 7611 -~ Treatment of Acute Lymphocytic Leukemia in
patients under twenty.

Princtoal IuvesTicatcals):  Raymond B. Weiss, M.D.

Asscctate [nvesticaror(s):

Factivy: HAAIC Deer/Svc: Hematology/ Oncology- Dept. Of Med.
Accurative FEDCASE Cosr: Accuative Coutract Cost: Accumarive SueeLy Cost:
Qa0 00 00 -
FY-83 FEDCASE:  Cowrmact Cost: Sueery Cost: Dare o7 Commitres Foerovar 0
00 00 00 Fanva Prozazss ReecRT FER 2 5 1983

Stuov D3gscTive: To test whether High dose Methotrexate can substitute for cranial

irradiation in decreasing the incidence of CNS Leukemia. To test whether con~-
reage—the durationof R —

TECHNICAL APPROACH! Tnduction with Vincristine and prednisone and L= Asparaginase

50% of patients will receive high dose Methotrexate 500mg/m2x3 during consoliadatin,

Prosazss Dueins FY-82: No patients entered in 1982 ., Of the &4 patients one remains
in CR and is followed at WRAMC, two patients in CR were Transferred to other

institutions and are lost to follow = up_the last patient yoluntarfly stopped
iw3er oF SusuzcTs Stupien:[ maintance therapy and weat off study and subsequently retapse.

FY-82: 0 Tota. (10 pate): 7 Berorz ComwLeTion 0F Stuoy:closed

Sertous/UnexpzcTeD Stos Errects 1 Susazets PasticieatiiG Int Prouzet(is 13nz SO STATE):
Severe Mucositis 2o to MIX

ConcLusions:
e Protocol is closed. Conclusions same as 79-80-81 .

PusLicATiONS 02 ABSTRACTS. FY-82: Voorheis, et al : effects of difference forms of
CNS proplylaxis on pituftary function of children with ALL. ASCO abstract 1981.
F-reeman, et al comparison of intermediate dose MIX with Crainal radfation

in children with ALL . Abstract ASCO, 1981.
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Dars 10-2-82_ ' ooy wx o, L 1547 o .__7__!_3"‘ ARER '_f;._":. i __-f'_‘.‘{_____i__"
Sr,\v.. s Pargr 11=1-76 o bre Qo e 2-1-80

tey i%235:  Metastatic Bweast Cancer = Chamotherapye - ——-—- —

Time cr Posicr CALGB # 7682 ~ Combination Chemotherapy or Chemotherapy
Immunotherapy For Metastatic Recurrent Or Inoperable Carcinoma of The Breast.

Prrnciesi liesitcarsa’s):  Raymond B, Weiss, M.D,

Asscciate livesticama(s):

Faciuimy: IOAT Dzpr/Suc Hematalogy/Oncology - Dept. Of Med.

Reeswarive (200RSE Cesr: Aocuraative Conmaact Coste Focuan ativi Suapey ooy
0 Q 0
Fy-83 JE00ASE: Conrnacy Cost: Suseecy Cosr: i Darz o= CooniTies foescn :
a__ 0 d % Frmual PROIRTSS Repsar Ftd 25 1989
l

Sivdy Psuicrivi: To compare remission Induction frequencies and duration of
the CAF, Qﬂ“ and CAfVP combinations.

.ru..] oA Enpaniiye

according Eb—?omigggg of fxgggsogg gig¥e£06i§ 3essséog.§t SPES YidlePonisgatified
develop either less than one year from diagonosis or equal to or greater than
Pres2izs Duans FY-52: [ one year from diagg_sis.[
Of the 12 patients entered at WRAMC, one still remains free of disease ,
_l_is._nmx:ssainz_,._lg_h_ﬁv_t‘—ﬂl‘-’;eé-__ —

Naws 27 Sysezers Stupie:

FY-82: 2 Totay (7o patz):_ 12 __ BeFoms Coweerict 2 Stusy; 20

SerroussUnzxezctss Sios Ereears it Sysszcrs Foaricie (G i Progici/tf
NONE

$7 5TATE):

1

LoictU5i03: cAF and CAFVP prolonged suryival as compared to CMF. No difference
between CAF and CAFVP arms . MER was of no bBenefit,

PusLicarions o2 fastracrs, FY-82:
Aisner, J. et al , Frequency and Duration of Response with Combination Chemotherapy
for metastatic Breast Cancer.

ASCO Vol. 20~-1979.

o




Dare: 10/2/82 | Hoex Bwir No.: 1551 Status: Interiy X From
StarTus Dare;  8/1/76 Date oF ComerzTion: 9/29/80

Key Yomos: Acute Lymphocytic Leukemia

Tine c7 Proszct: CALGB: # 7612 - 'Therapy of Acute Lymphocytic Leukemia
in Adults.

PaincreaL ImvesTicarsals): Raymond B, Wedss, M.D.

Asscctate ImvesTicaror(s):

FaciLity: WA DEPT/S"C Hematology/ Oncalogy - Dept. Of Med.
Accusararive FEOCASS Cost: Accwmnv& Caitract CosT: ----AEJJ;AI;;I-\;;-g;;;;-é;;“"
00 00 00
FY-83 FEDCASE:  Cowrract CosT:  SuspLy Cost: DAT" o ComTTeE ferrov
00 00 00 hrowar. Prosazss Reporr &B 25.1983

..... -—— - o > W o e 8 g o e 8 v 00w

Stuov Os9zcrive: To determine w hether adding Danuomycin to Vincristine and

Prednisome followed by Asparaginase will fmprove frequency and duration
emission duration.

TECH#: AL APPROACHM Regimen 1: Vincristine ng/IV week x 3 , Prednisone 40mg/m2
po x 21 day , L-Asparaginase 500mg/m2 IV daily x 3 orally (day 1-3).

Prosz:z3s Dunins FY-8§2: Study Closed Sept, 1980. Total of 16 patients entered, 12
have expired, 2 pts. lost ot follow-up and 2 pts. remain in complete rem—
ission,

isga 97 Susuzcis Studteo:

FY-82: g Toraw (To pats): 16 Berors Comwrevion o7 Stusy: Closed
Seetas/Unzxpzcten Sips Erszcts v Su3szers Paariciearing i Posuzet(is nohs s sTATE):
NONE

(en7ysions: MER {mmunotherapy of no benefit. Addition of Antracycline
(Daunomycin ) superior to Vincristine/Prednisone alone. Median survival
16 months with optimun therapy.

PusLicaTions 2 AB3TRArTs, FY-S2:

NONE

f ——
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Darz: 10/2/82 | vk Uur fo.: 3352 Status: Intemiy X Fria
_Startiig Dare: 11/30/76 Dare oF ComereTion:

Kev lopos:  CLL
TiTe ¢ Progzct: CALGB: # 7632 - Chemotherapy in Indolent CLL

Principar lnvesticatoals):  Raymond B. Weiss, M.D.

Asscciate livesticaror(s):

FaciLivy: WA Depr/Svc: Hematology/ Oncology ~ Dept. Of Med.
Accusnnative FEDCASE Cosr: Accumative Conitract CosT: Accu.v.ux_;\rxvs_éigs:;;‘fr;;;:“-
0o 00 00"
FY-83 #ELCASS:  Cowteact Cost:  Supery Cost: Dave o CowmiTres feprgyar Of
00 00 00 Fanyar Prosrzss REPGRTT-JELB 25 1983

Stuoy Osuzcrive:  To determine if chemotherapy with Chlorambucilin indolent
CLL will prolong survival.

TEcHiica A0 PROXCH: After intial 12 week observation period patients are ran-
domized to Regimen 1l: No treatment, or regimen II : intermittent Chlorambucil
Prosazss Duiis FY-82: To date 3 patients have been entered. L patient experi-
enced progressive disease and was removed from protocol , The remaining 2
patients are alive with stable disease,

Muser oF Susszets Stupien:

FY-82: g Toraw (7o patz): 3 Berore ComoLeTion 0F Stusy: unk

Sertcus/UnexezcTeD Sios Errects tn Susuzcets Paaticiparing 1 Prouzet(1F nonz s3 sTATE):
NONE

INCLUSIONS:
Lovorusions Too early for this indolent disease.

PusLICATIONS C3 ABSTRACTS. FY-82:

INONE




Dare: 10-2-82 | tlogx Luir tho,: 1558 Starus: Intemim X Froa

Srartins Dare: 1977 ] Bate of ComleTion: 12-81
KEY;tmDs?rimary treatment of Mulitple Myeloma

TIME 7 PROJICT: CATGR + 7761 - A study to determine the effectiveness of single vs.
multijle alkylating agents with or withour Adriamycin in the primary treatment of

multiple Myeloma.

v Princrpal Investicaror(s): Raymond B, Weiss, M,D.

Assccrate Investicaroa(s):

FaciLivy: WRAIC Dzpr/Svc: Hematology ﬁOn_c_o_l_gg_y__i__Iiti-g_t_-_ _9_f__¥:1}_d-
Accuaative FEDCAE Cost: kecermarive Conimract CosT: AccununaTive Suppy Cost:
Q0 00 00 -
-85 IEQCASE:  Contract Cost:  SupeLy Cost: Date o Comitres feraovy 07 _
FY-85 FECCASE ' 00 FanoaL Prosazss Pepoar FEB 2 5 183

Stuoy 034zCcTIVE: To test the hypothesis that thres ilkylaténg igentsfgiven Ze23§2c21
- qn of diseas
1aLly Rroduce, HE§RST Srequeney ot 800t ooRRns e ARE adETon 52 haT aay CIE° 28205
. of three alkylating agents,increases the frequency of good res-
nse and the duration of disease control are the same after_treat-
[ ggnt wigh intravenous L Pam as after treatment withjgriple lkv—
14 agent.
Preszss Burins FY-82: 15 patients put on study before its closure 12-30{gpating ag
2 complete remission, 5 partial remission, 4 stable disease , 4 deaths.

fiwse oF Susszcts Studren:

FY-82. Q Tora. (vo pate): 15 Berore ComoLeTion 07 Stucy: 15
Ser10us/UnzxezcTep Sipg Errects 1n SusuzeTs Paariciearing 1 Prouzct(iF 1ons s sTarc):
NONE

LomeLystons: yone at this time.

PusLicATIONS 02 AssTrAcTs. FY-82:

NONE

fechnical Approach: Combination alkylating agents plus predni-
sone; L-Pam, Cyclophosphamide, and BCNU versus sequential alky-
lating agents plus prednisone; L-Pam, Cyclophosphamide, and BCNU
versus combination alkylating agents plus adriamycin plus predni-

sone: L-Pam, Cyclosphosphamide and BCNU versus L-Pam plus predni-
sone: L-Pam

N b N . 20
s i T i e sik .
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Darz: 10-02-82 | Yo Unit Ho.: 1559 Status:  InTERIY Firse, x

StarTing Qate:  09-01-77 Dare_oF Comaevion: 1980
Key xeas:  Small. Cell carcinoma ‘

TiTe ¢F ProJsCT: CALGB+ 778l ~ Small cell carcinoma of the Lung Localized
dosease/

Princiaar Dregstrcarsals): Raymond B. Weiss, M.D,
Assccrate levesticatoa(s):

Faciity: W3&C Dept/Svc:  Hematology/ Omcology , Dept. 0f Med.
AccurnaTive FEDCASE Cost: Accunative Cantract Cost: hecumuLative SupeLy CosTs

00_ a0 ma
FY-85 IEDCASE:  Contract Cost:  Susevy Cost: Dare oF ComiTTEE FoPROY

o, OF
_00_ a0 00 FainyaL Prosazss Rercar fEB 25 1993

Stuoy dagzctive: To determine whether CCV/AV plus radiotherapy (RT) gives a greater

remission rate and duration than MACC plus RT. To determine if MER immunostimu-

lation—increases—respense—and—durationef response—

Vinc

TECHICAL AOPROACH: Regimen 1: Methotrexate 30mg/m2/IV plus Adriamycin 35mg/m2 VS.CCNu

v m2/1IV.Both
Proszass Duains FY-82:( regfmens include 4500 rads to primary lung tumor plus 3000 rads

30mg/m2 plus Cyclophosphamide 4000 mg/m2/IV. Regimen 2: Cyclophosphamide 700m?/in2/IV plus

WRAMC has entered 21 pt§.whole brain.

to d

! this point have expired except 2. who

lumsea o= Susuzcrs Stupied: [are alive and show no evidence of disease and 2 who are lost tc

- to, foll up and assum sexpired due to their advanced disease
FY-82: Y TO'IIAL (o nATss: 92] _ eﬁdpsoee MOLETION 07 STUDY:CLesED state.
This is a finalized-report. .. —— .
Sericus/UnaxpecTed Sipz ErFecTs I Su3zeTs PAATICIPATING g projedf foxE s sTATE):

NONE

ConcLusiens: Complete remissions can he attained hut in a very small percentage
of cases. MER does not seem to be of value.

PusLICATIONS 02 ABSTRACTS. FY-82:

NOne
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Datz: 10-02-82 | Hoak UntT No.: 1560 Status:  INTERIM Fris X
StarTitss Dave;  10-77 Date oF ComeLeTion: 03-81

Key Woros: Small cell Cancer of Lung Extensive. i
Time cF Prossct: CALGB # 7782 - Small Cell Carcinoma of Lung in Extensive Disease. !

Principar Iszsricargr{s): Raymond B. Weiss. M.D.
Asscciate Investicator(s):
Faciivy: HRAMNC Depr/Svc: Hematology/ Oncology Dept. , Dept. Of Med.
Aecurar_ative VEDCASE Cost: Acceraative Comract Cost: Accumun_ative SuppLy CosT:
Q0 0Q Q0
FY-83 FEDCASS: Cownrtract Cost:  SuspLy CosT: Date o7 ComiTree Feprova g;
0Q 00 00 Fomyss. Prosazss RepcaT ?E 25 1983
Sruny OsyzcTive: To determine whether alternating chemotherapy increases response }
rate or duration. To determine whether radiotherapy to primary tumor increases response
rate 3

TECHHiCAL A2PROACH:

MACC + RT. Versus MACC - versus COACC.

ProsRizs Durins FY-82: To date a total of 14 patients have been entered. Of those
14 patients all have expired. This protocol is now closed. No further patients are
being followed, This {is a finalized report

W3R oF Susszcis Stupied:

FY-82:. © Toras (710 patz): 14 Berorz ComdLETION 07 STUsY: Crof@D

Serrous/Unsxezcten Sins Errects v Susizcrs Paartcieating 1 Prouzet(IF 1052 SO STATS):
None

ConcLusions:
—_— Survival of these patients is not significantly different with:
different treatment arms. Survival of this group os less then 1%,

PusL1CATIONS ¢ AB3TRACTS, FY-S82:
NOne

Actilins




Datz: 10-2-82 | Voax Unir Mo.: 1563 Sratus: Interist X Froa

Start s Dave: 1977 Date o ComeLeTion:

Key lomos: Hodgkin's Digease :
Tine cr ProgzcT: CALGB: 7751 - The comparative Effectiveness of Combination
Chemotherapy alone and with/Radiation therapy by involved field or extended field, in
poo

Princioai InvesTrearsr?s):  Xiymond B. Weiss, M.D.

Asscciate livesTiGator(s):

Facieivy: WRENC Depr/Svc: Hematology/ Oncology , Dept. Of Med.

Accunative FEDCASE Cosr: kecurnavive Corvract CosT: hecuwsuative SuppLy Cost:

00 Q0 ~00
FY-83 FEDCASS:  Cowraact Cest:  Susery Cost: Date 07 ComiTres Fepao‘xﬁg;
ol I a0 00 fsmyas Prosazss Repcar 25 1987

Stuoy 934zcTive: To determine if combination chemotherapy alone is as effective
and less toxic than chemotherapy plus involved field radiation.

TECHNICAL APPROACH: Regimen 1 : Involved field RT followed by six cycles of CCNU,
Vinblastine, Procarbazine, and Prednisone, Riegmen l1l: Chemotherapy alone. Addendum
11 2/12/79 delet tha—arm-with-extended £ield RT

Presesss Durins FY-82:  WRAMC does not enter patients on this study , CALGB

entered 13 patiants in 1980.

tsEr oF SusszeTs Stuoien:

FY-82: o ToraL (1o pate): 34 Berore ComPLETION 07 STUSY: Nope at WRAMC

Sertous/Unzxpecten Sios Errects 1n Susuzers Parvictpatiig 1o Prouzcr(1F nons s STATE):
NONE '

Concrustons:
- Too early for analysis,

PusLICATIONS 02 ABSTRACTS. FY-82:
NONE
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Date: 10/2/82 | Vosx UniT o, 1564 [—S'mms:' Inrznin Firve, X
Starrug Darve: 7/18 Date of CometeTicn: 7/81

Kev bords:  Chlorozotoecin
Tine cF ProvzcT: CALGB # : 7772 - Phase IIL study for Chlorozotocin

Princrea levgstrcarpa’s}:  Raymond B, Weiss, M,D,
Assccrate Investicaror(s):

FaciLiry: WREHC Dept/Suc: Hematology/ Oncology —-Dept.fo Med.
Accurr arive PEDCASE (osr: [ Fecumucarive Coimract Cost: L‘\ccw.w_;-.rws SuppLy Cost:

00 _ 00 go
FY-83 IEDCASE: Contmact Cost:  Susery Cost: DAT: or CormiT7ez Forpoval 0

0 00 0a kanpar Prosazss Reecar EEB 25 1983

Stupy J3JzcTive: Yield information concerning the efficacy and safeey of tﬁis
agent. See evidence of activity in tumors of interest to the group.

TECHNiCAL APPROACH! Chlorozotocin 120mg/m2 q 6 weeks. The drug will be administ-
ered in bolus over a peridd of 30 seconds via the tubing of a running
lnsravenous—infusion— i

[ adminiastratfon of three doses of the drug, will be
[ cause for removal from the study.

Musza oF SusuzcTs Studien:

Fy-82: O Tora. (10 patz): 18 Berors ComsLerior oF Stusy: closed

Szricus/UnsxeecTeo Sips Errects v Susuzers Paaricipatiig 1n Prouzct(ie 1oxz s3 state):
NONE
ConcrLusions:

To date , none of the patients responded. All have expired.
CALGB , experience is that Chlorozotocin is questionable..

PusLicATIoNS o2 AssTracTs. FY-82:
NONE
Progress during FY-82: Protocol closed 7/8l. WRAMC entered

3 patients this yvear. Of the total number of patients entered
to date (18) all have expired. One patient was transferred to

Ft. Benning and is now lost to follow-up and assumed expired also

due to extent of his disease. This 1Is a finalized report.
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Datz: 10-2-82 Hoxx Bt No.: 1570 Status:  INTERIM ¥ Fira
Starriiss Dare:  4/30/79 DaTe oF CometeTion:

Key Woras: Histiocytic Lymphoma
Time ¢F ProuzcT: CALGB: 7851 - Treatment of Advanced Diffuse Histiocytic

Lymphoma. |
PrincreaL Invisticaror(s}): Raymond B, Weiss, M.D,
Assccrave lnvesticaror(s):
Faciervy: WA Depr/Syc: Hematology/ Oncology- Dept. 9f . Med.
Acaar_ative FEDCASS Cost: Feceaative Canvract CosT: Accuvuative SuppLy Cost:
Q0 00 Qg

FY-83 FEDCASE:  Cowtract Cost:  SueeLy CosT: Date o CosmiTree ADPRovigE B.: )

00 20 00 Fnwust Prosrzss PepcrT 25 1983
Stuov O3uzcrive: Test whether the addition of contin uous Bleomycin infusions

increase the response rate and duration of cyclo hosphamide, Vincristine,Adriamycin
aND PREDNISONE.éth) test cgntxihuLLQuLhizb__ggsg_Mﬁmg_m_am_program
in particular whether it is prophylactic against central nervous

[ system relasce.

Proge:ss Durins FY-82: 5 pt.'s have been entered at WRAMC all three are doing well,
either in good partial remission or complete remission.

fumser oF Susszcis Stupo:
FY-82:. & Tota. (vo pata): 5 Berorz Comerevion 07 Stusy: 320

Szrious/UnsxecTen Sips Errects v Susszets Particteatiing tn Pasuzcr(iF nonz so sTave):
NONE

Concysions: To date , it appears that treatment with CHOP and Bleomycin is
adquate therapy in that remission are induced add toxicity is minimal.

PusctcATIONS €2 AssTRACTS. FY-82:

NONE

Technical Approach: Treatment categories expanded to other

poor histology lymphomas. CHOP therapy with and without continuous
Bleomycin infusion X 3 courses with randomization followed by
standard or high dose Methotrexate.

140 _-.s;
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Dare: 10/2/82 | Voax Lt fo,: 1572 Status: Inrems X Fins

Starrins Dave: 5/79 Pate o ComeerTion:  4/81

Key hiowos: M-AMSA, Melgnoma, Ovarian Carcinoma, Breast Carcinoma.

TiTe ¢ ProvzcT: CALGB :# 7971 ~ Phase II Study of M-AMSA, (NSC 249992) Treatment
for Melanoma, Ovarian Carcinoma, Breast Carcinoma , Hypernephroma, and Hepatoma.

——— o e e . = g " = = = e = = 8 o e o o e e i e

{

Parnciran lsvssticarsals): Raymond B. Weiss, M.D. ;

Asscciate livesticaron(s): ‘
FaciLivy: W& Dest/Suc: Hematology/ Oncology — Dept.Of Med.

............................................................................................. i

Accurative FEDCASE Cost: Eecenuarive Centract CosT: fecuaative SuseLy Cost: i

Q0 Qa4 00~

FY-83 FEDCASE:  Conrnact Cost:  Supeev Cost: Date o= Commitrze foproval OfF -

00 a0 a0 Famyac Prozazss Peecar PEB 25 1087 f

[

!

Stuoy d3uzcTive: This ppase II study of M-AMSA is designed to determine the com=
plete or pattial response frequencies of the various selected tumc':rsrto t;:::; :
o = 2 L ’ |
Tecumiica Aoeroscn: THS F30f IBUSEneht I0k 9P RESTRREASS  Every three weeks, the j
dose will be increased by 20mg over the previous dose until 16Qmg/m2 is reached, or
.until Myelosyppression is encountered.

Proszss Pyains FY-82: 8 patients have been entered at WRAMC , 4 patients have expired,

2 sre alive .-.th disease and 2 are lost to follow =-up,

i3’ o7 SusuzcTs STudIED:

FY-82: ¢ ToraL (topate): 8 Berors Comoretion o7 Stusy: 162
zr1ous/Unsxezcted Sipz Ersects 1 Susszers PaaticiparinG I Progzer(iF nonz s2 sTATE):
NONE

Date is sparse. 50%Z of patient entries have died within a year,
of RX.

PuaLicaTions o2 AssTracts. FY-82:

NONE

161

ittt b i e . .




Darz: 1072782 | Yo Uuir 801 1574 Status:  InTeRiy Fioe
Starriis Dare: 12/12/79 Dare o CowsteTion:  10/82

Key iorays:  Gastric Cancer

- X

Tine cF ProuzcT: CALGB: #7981 - Comparison of Famvs. MA in locally Advanced
or Metastatic Gastric Cancer. A phase III Study.

Princtoai ItsesTICAroR(S}:  Raymand B WEiss M.D.

Assccrate livesTicarar(s):

Facieivy: WAL DEPT/S"C’Hema:mlnng_Qnmlngy_-::D.eaLQf Med

Accwu..,mb%f'—‘.i-é&ﬁi Cosr: o Accumuearive Conivract Cost: AccuruLaTive SuppLy Cost:
(04] 00.

Fy-83 139‘&-_ Co.\amﬁ%r Cost: S‘JP?La oCosr: ?Q;SAE—PEg‘J!‘éEE}%E;;;?O“BOE 5 1003

gyo drug combination, excluding 5= Fluorouracil will prolong the time to
1sease progression when compared to therapy with-FAM-in the-treatment of

(see
TECHNICAL £PPROACH:

below)

Regimen A-5 - Fluorouracil , Mitomycin-C and Adriamycin
Regimen B-Mitomycin-C andAdriamycin.

Prosrzss Duatic FY

-82: Four patients have been entered on this study. All
4 have expired. This protocol has bken closed. this is a finalized report,

hiwsza oF Susszcis Studicd:

FY-82: 0 Totaw (to pata): 4 Berors ComeLerion o Stupy:Closed

Szrtous/Unsxpecten Sips Errects 1 Susuzets Parvicipariie 1 Prouzct(1F 13xz 0 STATS):

Two patients devolped transient signficant Pancytopenigs,
Concrysions:

Yo conclusions too few patients entered.

PusiLicaTioNs 02 AssTracTs. FY-82:

NONE

Study Objective: (continued) patients, 2. to determine partial
and complete response frequency, and the duration of response and
survival of patients with measurable, locally advanced, or with
metastatic gastric cancer, when the patients are treated with MA
versus FAM and both regimens are followed by a common maintenance
therapy employing Mitomycin -C and 5-Fluorouracil.
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Dare: 10-2-82 1 yoax tuir Mo.: 1575 Status: InTeRiM X Fruw

Starrits Dare: 1979 Pate oF ComeLeTion:

Key Yoras: Refractory Hodgkins Disease
Time cF Peoszct: CALGB:# 7972 — A phase 11 trail of AMSA for refractory Hodgkins
disease diffuse Histiocytic Lymphoma and diffuse poorly differentiated Lymphocytic

Lymphoma.

Privcioal lrevesTicator{sd:  Raymond B. Weiss  M.D
Asscctate InvesTicator(s):
Faciiry: HRAY Derr/Suc:Hematology/ Qncology — Dept. Of Med.
Acaswrative iE0CASE Cosr: Accuraative Loimract CosT: Accuvuative SupeLy Cost:
00 Q0 A1)
FY-83 iELDCASS: Conrmact Cost:  SuseLy CosT: Date or Commitree ferrova OF
00 00 00 Eanys Prozrzss Reecrr  SEF 25 9g?

Stuov JauzcTive: This phase 11 study of M~AMSA is designed to determine the comp-
lete or partial response frequency of refractory Hodgkins disease, diffuse Histo-
c

y tIe—Lyr o o phom=s

TECHAICAL F2PROMMY The first treatment dose will be 120mg/m2, althoughpatients pre-
viously heavily treated with chemotherapy, especiall nitro-soureas or radiotherapy

or with Hepatic dysfunction, may start at 60mg/m2 uatil 160mg/m2 is reached, or until

Prosa:zs Dunins FY-82: [Myelosuppression is encountered.
Only 8 patients have been entered. 4 patients have expired, 3 are alive with disease
and 1 is lost to fowwow-up. Study is closed to patient entry. on 12/81

Muser oF Suszdzcis Studied:

FY-82: _© TotaL (1o pate): 8 Berorz CorPLETION OF STUSY: (1oced

Szp1aus/UnzxezcTep Sios Errzets v Susszers Paarrciparing 1t Prousct(is nonis 52 sTATE):
Increased interval or ST were seen in 2 Pts.

Concrysions:
—=zmi= =" Data too sparse for for formulation of any conclusions.

PusLICATIONS G2 ABSTRACTS. FY-S2:

NONE

163




Date: 10/2/82 | Woax Buir fio.: 1576 Sratus:  InTEnin Fios X
Startis Dare:  8/79 Dats oF Comerevion:  9/81

Key liceos:  Pancreatic Cancer
Time c7 Proyict:  carGB:# 7982 - Chemotherapy of Advanced Pancreatic Cancer,

Paincipar Dvesticarsals): Raymond R. Weiss, M.D

Asscciate livesTicama(s):

Faciuivy: YRAC Dept/Sve: Hematology /Oncology - Dept. Of Med.
Accuran_ative FEDCASE Cosr: Feceraative Conmract CosT: Reocuruative Suppey Cost:

00 00 ~0Q
FY-83 FEDCASS:  Comntasct Cost: Susery Cost: Date or Comities Foprovieeslds

LEJ)O__ 00 0Q fanusL Prozazss Rscar % 25 1983

Em e e — = - — [y = e e e @ = e v e

Study D3JECTIVE: Eseablish activity of SMF vs. Fam against advanced Pancreatic
Cancer.

TECHNICAL A’PRO"C”’Reg. 1 5FU Streptozotocin and MItomycin C.
Reg. 2: 5FU Adrfamycin and Mitomyecin ¢

Prosezss Duauiis FY-82: 3 Patients had been entered prior to protocol closure. All
three have expired. This is a finalized report.

fusex oF Susuzcs Stupien:

Fy-82: 0O Tora. (vo pats): 3 Berorz CovereTion o= Stupy: Closed

Sertous/Unsxescren Stos ErrecTs in Suzizers Paaricieating 1n Pasuzet(iF 1oxz so STATS):
NONE

LoncLUsIons: pata too sparse to formulate any conclusions.

PusLICATIONS 02 ABSTRACTS. FY-82:

NONE
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Darz: 10/2/82 | Wogk Cuir Mo.: 1577 Stavus: Interts X Fitwe
Srarting Dare:  1/20/80 Date oF Comerion: 1982 !

Key omosacute Myleogenous Leukemia ‘
TITLe ¢F Prouzct: CALGB:# 7921 = Comparative study of Three Remission Tnduction

regimen and two maintance regimens in Acute Myelogenous Leukemia,

Ppircipal lswesTicaror’s):  Raymond B. Weiss, M.D.

Asscctare livesTrcaraa(s):

Faciiry: WRAE Depr/Suc:Hematology /Oncology - Dept. Of Med.
Accumrarive FEDASS CosT: Recumnarive Coitract Cost: | Accunueative Supeiy Cost:
‘a0 00 , 00
Fr-83 ©EDCASE:  Contract Cost: Sueery Cost: Date 07 Connitise Ferrovar 0f
00 aa a0 Fanuas Prosazss Pepcar 2

e e e e e —— - - - - —— e e e !

willincrease the remission rate. 2. To determine if Clotrimoxazole will decrease i
‘ssfon induction.' |

i
TECHHiCAL APPROACH: Randomized : Regimen A with CO_Trimoxazole po during induction.

Regimen B without Co- Trimaxazole. Randomize 6 hetween regimen 1 je,Daynomycin :
(‘Bﬁk) 45m37m2 v days 1,2,3 and ARA-C 100 mg/mg IV by co%jf?nous infusgonmﬁﬁs, 1-7. ;

Prosazzs Duamns FY-82: To date a total of 13 patients .8/13 repasped and died. I
5/13 in CR and being actively followed. ‘

fiuses oF Susszcrs Stupien: ' |
Fy-82: 3 Torae (vopare): 13 __ Berore CoswreTion oF Srusv: 550 CALGB J

SzricusMnsxpzcrep Sins Errects 1 SusuzeTs Paaricieating 1 Pasuzer(is nsxz s9 STATS):
One patient developed actual Hepatitis/Cirrhosin too chemotherapy.

Concrusions:
~ERIU D0 After 230 patients entered have been evaluated, no trend toward

treatment and opinion exists,

PusLICATIONS 0R ABSTRACTS, FY-82: NONE
Technical Approach: continued: Regimen 2, i.e., DNR 45 mg/m2

IV day 1,2,3 + ARA-C 100 mg/m2 by continuous infusion
plus 6 thioguanine 100 mg/m2 davs 1-7. J




Date: 10-2-82 | Hosk Buer fto.: 1578 Status:  Interim_x  Fios

Titie ¢F PeoyzcT: CALGB # 8081 A Randomized Study Comparing The Ccmbination of
Hormanal Therapy and Chemotherapy with Chemotherapy alone For The Treatment

of Advanced Breast Cancer.

Staxving Dare:  7-80 Pate ¢ Cowaerion: 1983 Vi
’ [} : ! ‘
Kev Voras: Chemotherapy - Metastatic Breast Cancer E
I
!

Parvcisal luvesticator!s): Raymond B, Weiss, M.D.

Asscciate Livesticatar(s):

FaciLiTy: W& Deptr/Svc: Hematalogy/Oncology - Dept. Of Med .
Accusanarive FEBCASE Cosr: bocuiative Convracy CosT: AccumuaTive SypeLy Cost:
0 Q 0
FY-83 FEDCASE:  Conrmact Cost: Sueeey CosT: Darz o7 Cormitres feerova Of
Q. 0 0 FrngaL Prosrzss Repcat FEB 235 1983 ]

- [y g ——— e o = -

Stuoy D34zcTivs: to determine effectiveness of combination chemotherapy versus
cgEEInation chemotherapy plus Hormanal therapy in patients with. advanced breast
ancer,
TECHiCAL A2PROMH: Reg L: CAF + TamoTamoxifen
Reg. 2: CAF

Proszss Duatis FY-82: A total of 13 patients now entered. 2 have expired with progressive
disease. 7 are alive with progressive diseaseand off study. 2 are partial responses
and 2 are complete responses.

fiussa oF Susuzcis Studicd:

. . . - CALGE =300
FY-82: 5 Tora. (To pate): 13 Berore ComeLeTion oF STUSY i mane - 30
Sericus/UnzxezcTep Sioz Errects v Susuzers Paaticieariig 1t Prouzet(IF nionz $0 STATE):

NONE,
Concrusions:
~——======'Study is ogaen, active and accuring patients . No Conclusions so far.

PusLICATIONS 02 ABSTRACTS, FY-82:

NONE +
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PESTReE

!
|

. Darz:  g-3g-jod2biox Lavir Mo 1579 Starus: Intemts  Fra X

_Sraxris Dave: 1979 Dare oF Copeterion: _03-82
Key Yioras; Gastric Adenocarcinoma

Tive CF. ProJ:CCALGB # 7983: Surgical Adjuvant Systemic Chemotherapy with 5-FU
Adriamycin, and Mitomycin -C vs. observation only in Gastric Adenocarcinoma,

Priscizan Dnvesricaror(s’: Raymond B. Weiss, M.D
Asscciate luvesticaroa(s):

Faciutvy: WAL

Accur Atvs FEDCASS Cosr: ( Fecerviatovz Cenvract Coste Accwiuative Suppry Cost:

O -0 0O
FY-83 EDCASE:  Conraact Cost: Suserv Cost: Date o= CormiTree forpovar O
00— 00 00 Fanyse Prosazss Reporr

Sruoy 'Js:Ecrl\'E: The specific aim of this study is to ascertain if 6 two monthly cycles
of Flououracil, adriamycin and Mitomycin-C following potentially curative gurgery for
Adenaca;c_mnma_ni.zhe_stnmanh_pmdunﬁs_a_lsmgepglsgage %ree sutvval’in'c-8vef

TECHRICAL ,A"PRO"C“:, Regimen 1 : Observation only. Regimen 1] : Adjuvant Chemotherapy
5-Flouoeoueacil, Adriammycin and Mitomycin-C following potentially curative surgery
for adenocarcinoma of the stomach produces a longer survival in comparision to stand -

052235 Dyaten FY-82( ard surgical resection alome.)

No patients were entered on this study at WRAMC.

Musza oF Susuzers Siuoren:

FY-82: 0 Yorae (vo parz): 0 Berorz Comerevion o7 Sruoy: Closed

Szr10u3/UnzxezcTep Sioz Errects in Suzszcrs Paavicipariic 1o Prouzet(is roxs s sTATE):
NONE '

Concrusions:

NONE

Pusi.1caTions 02 Asstracts, FY-82:

NONE




' Dare: 10-2-82 | Moax Untr fio.: 1581 __ Status: Intepisa X Fina }
‘r

SrarTing Dare:  3/79 Dave of Comerevion:

Key hiords: Lvmphocytic Lymphoma Comhination Chemotherapy, _ .
TitLe c7 Prouzct: CALGB: + 7951 - The Management of Stage 111 and Iy Nodular |
poorly Differentiated Lymphocytic Lymphoma.

Painciran Isermsricaroals): Raymond B. Weiss, M.D. |
!

Assccrate livesTicaror(s): t!

Faciity: YREC Derv/Sve: Hematology/ Oncology— Dept. Of Med.

Accusarative FEBCASE Cos: hccurmnarive Ceimract Cost: l AccumuLaTivs SupeLy Cost:

_00 00 00 -
FY-83 PEDCASE:  Cowtract Cost: Susewy CosT: Dare o7 Cormirrec Fosaova 0r 4
aa aa EamuaL Prozazss Pescrr 25 1987

fherept apdcopitacion, thergpy giemnerapy To,compareresponse fn pacience

TecuiicAL A»proacH: Regimen l: Cytoxin 1Q0mg/m2/day continously. Regimen 2: Cytoxin

750mg/m2/iv day 1. Adraimycin SOmg/m2/iv day 1. Vincristine 1.4mg/m2/iv/day 1.

Bleomycin 1Qu/m2/im/day 1. Prednisone 60 mg/m2/po/day 1-5

Prosazss Duatns FY-82:5 patients have been entered . All in good partial remission.
Possibly Complete remission,

o3z oF Susdzcis Stupico:

FY-82:. © ToraL (1o pate): S Berore ComoreTion o7 Stunv: 79

Szetous/Unexescten Sios Ersects 1 Susazers Pavicipariig 1ot Prouzet{iF 1onZ $0 STATS):
NONE

ConcLusions: Nop a great deal of data but, 5 of the 5 patients have experienced
partial remission. Therefore , this treatment plan may be of significent value.

PusLICATIONS 03 ABSTRACTS, FY-82:

NONE
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Datg:10.2/82 Yok Uit Lot 1eg4q Status:  InteriM Frooe v !
StartinG Date:  5/80 Date o Comererion: _9/81

Key Viopas:  Spirogermanium in Advanced Colorectal Carcinoma P

Time c7F ProdicT:  CALGB:# 8075 Spirogermanium in patiens with Advanced
or Recurrent Colorectal Carcinoma.

Princioar lnvesticarorfs):  Raymond B.Weiss, M.D.

Asscciate lawvesticatcals):

Faciuiry: WRAE Depr/Svc: Hematology/ Oncology -~Dept. .Of Med.
Accumuarive FEDCASE Cost: Accumpative Convract Cost: Aecumueative SurpLy Cost:
Q0 00 Q0
Fy-83 IELCASS:  Contmact CosT:  Suesty CosT: Date oF Cormitree Feemavar OF
3 00 __ 00 Q0 Fanua Prosrzss RePGRT gz 9 ¢ sam9

——— e o e o e e = et s o o e o i ot o 8 0 e e e e

Stuoy OsJzctive: Determine efficacy of Spirogermanium in patients with un-
€ metastatic Adenocarcinoma . Provide data regarding toxicity of
Spirogermanium .
TEcHwica £20208¢H: Spirogermanium 50mg/m2/IV g.o.d. for 3 doses each week
for 2 weeks, then 50mg/m2/IV 2x weeks; then 50mg/m2/IV weekly.

Prosazzs Duains FY-82: 3 Patients entered. All three have expired. Protocol
closed, This is a finalized report,

fiaer oF Susuzers Stuores:

FY-82: 0 Tota (To pate): 3 BzForz CowereTion 07 Sruzy: closed

Szricus/Unzxescten Sips Erszcrs v Susuzers Paaricipariie 1t Prouzer(iF jiomnz 89 sTATE):
NONE

MCLUS [QNS:
Concrustons Data too sparse to formulate conclusions.

PusLICATIONS 02 AsSTRACTS. FY-82:

NONE >
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Dare: 10-02=82 | Yoox Untr tio.: 1584 Starus:  [nrerin Fuwe X

Srartiis Dare:  3/80 Date o ComeTion: 4/81

Key Yomos:  Mulrd ’ L

TITLE ¢F PPoJzCT: CALGB:# 8074 - A phase II trail of AMSA in Multiple
Myeloma resistance to Melphalam and Prednisone.

Painciean [nvesricaroals):  Raymond B, Weiss, M.D.

Asscctate lmvesTicator(s):

Faciity: WREL Depr/Svc: Hematology/ Oncology -Dept.Of Med.
Accuruarive FEOCASE Cost: Recumnartve Coitract Coste AocumuaTive SupeLy Cost: N
00 00 00
FY-83 FFDCASE:  Conrmact Cost:  Suepiy CosT: Date o7 CormiTrzs feerova OF
00__ Q0 00 Fawuse Prosazss Psecar FEB 25 1007

————— ———— o e e = A 2 8 ot o o o e o

Study J342CTiVE: Determone response rate of multiple Myeloma resistance to
Melphalm,and Prednisome other alkylating agents.

TECHAICAL A2PROXH! ployide data regarding toxicity of AMSA - 120-mg/m2/IV -
G 3 weeeks

Proszzss Duains FY-82:  Thig protocol was activated and subquently closed. No
patients were ever entered. This is a finalized report.

liwsza o Susdzcrs Stuples:

, 0 o)
FY-82: ToraL (vo pate): Berors Coveretion 07 STUav: 1oged

Sepicus/Unsxpacien Sips Errects i SuizuzeTs PaaricieatioG 1ot Prouzet(ic i3z §9 STATS):

NONE
ConcLystons:

NONE

PusLICATIONS 02 ABsTRACTS, FY-82:
NONE
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Dare: 10-2-82 | Vomk Lugr lo.: 1585 Statys:  Iwremust  Fis X
Srarriis Dare:  12-80 Pate o ComieTion: 09-81
Kev Woeos:  AZQ in primary treatment of extensive lung cancer

TiTLe c7 ProuzcT: CALGB: 8046 AZQ in primary treatment of locally advances or ex~
tensive cancer of the Lung orhter than small cell, A phase 111 study.

Princreac Trnvesticarsals?: Raymond B. Weiss, M.D.
Assccrats Tnvasticarsals):

FaciLivy: WA Dept1/Svc: Hewmatology / Oncology , Dept. Of Med.
Accuruarive PEDCASE Cosr: Accupative Contract Cosee Aecumative Suppey Lost:

00 Qq. { Qg
FY-83 rEDCASS:  Cowtmact Cost:  Susevy CosT: Dare o Cormitiec forroval 0

00 __ 00 00 Fanys Prozazss RepGRT FER 9 = s394

e e > P b A o e e St e R e o = = = = o 2 e = = e o v o e

tensive cancer of the lung other than small cell, Provide data regarding toxicity of AZQ.

TECHHICAL R2PRONCH: A20 30mgm/m2IV intially. If on Day 7-14 (after lst. dose of AZQ)
there is no significant myelosuppression second and subsquent 3 wks. cycles will be

35mgm2 IV

Prosezss Luzins FY-82: this protoc:® was closed 9-81. During the time period for pt.

entry, a total of 10 patients were entered. to date all have expired. 9 patients averaged

approximately 5 month survival form dx to rx. this fs a finalized report.
Nuser oF Susuzcrs Studien:

FY-82: 0 Tora (o patz): RO Berors CoMPLETION OF STUSY: CLeSED

Szrious/Unzxezcren Sios Errects tn Susszevs PaaticipatiiG 1t ProuzeT(1F 13z s3 sTA )
NONE

Concrustons: '
——==——=" Group wide experience was that the drug had some activity but we

did not see any.

PusLICATIONS 02 ABSTRACTS. FY-82:

NONE
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Date: 1072782 | Moax Bt fio.: 1586 Status: _Inrertm_ x  Firoy
Sraqrins Dare: 9/18/80 Dats oF CoveLeTion:
Kev boeds: Acute Lymphocytic Leukemia

TitLe c7 Prouzct:Calgb # 8011 - A study of the effectiveness of intensification
with two courses of Cytosine Arabinodise and Daunorubicin following remission in-

duction in adulta wi h mia
Parsceaai lrvesticatorls): Raymond B. Weiss  M.D
Asscciate livesticaroals):
Faciuiry: YRANC Depr/SvcHematology/ Oncology — Dept. Of Med.
Acctararive MEBCASE Cosr: [k Fecunmpative Conurract Lost: Fecusuiarivs SupeLy Cost:
Q0 . ) o .q
FY-83 FEDCASE:  Cowrmact Cost: Supevy Cost: Date o Comitres forpoya OF
a0 An an FanysL Prozazss Rescar FEB 25 153

Stuoy O3J:CTivE: Determine if early inten51fucat10n with Ara-C and DNR after in-

duction with Vincristine , Dauaorubicin , and Prednisone, I.T. MIX , and T-nASP
will-increase—duration—of-C+R—andsurvuval-in—adults-with-ALL. Correlate ~below

TECHiiCAL B2PROMH: 11 3uction: VCR 2ngn IV weekly x 3 day 1-8 and 15, Pred. 40m§/m2

2/IV dail 3 L 500 IU/k dail 2 m2
ro daitey 21 IR Lot/ Y axThy 5 a0 SRR <o Hhrenl A (2

Prosazss Duairs FY-82: Only 2 patients entered this year. 1 in CR
1 relasped and put on phase II trail,

sz 27 SusJdzcrs Stupjed:
FY-82: 2 ToraL (ro pats): 2 Bzrorz Comerevios oF Stucv: 800

Szricus/Unzxpsctep Sips Errects v Su3uzers Paaviciearing 1n Prouzct{iF iion2 sa sTaTe):
NONE

ConcLusions: e expect 6 patients to be entered in 1 year.

PusLICATIONS G2 AssTracTs, FY-82:
NONE

Study Objective, continyed: various studies with response frequency
and remission duration in order to indentify subgrous of ALL.

Technical Approach, continued: fication, maintenance, and pro-
phylactic CNS rx regime & = 6 mp 200 mg/m2/d x 5 Mtx, 7.5 mg/
m2/d x 5, regimen B = DNR 45 mgm/m2/IV x 3, AR*-C 100 mgm/m2 x 7.
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_1Q-_2-_82 | "_.::__i_,'_:_'._r . 1§_§Z__,_ ___“____;[“_S_r:_(_::;: IIASLICID St

O el 10=8Q P foprcric: . 10-83
- Chemotherapy- Adjuvant Breast

T 7 Fecurars CALGB # 8082 - Surgical AdJuvant Chemotherapy of Stage II
Breast Carcinoma.

RS SRE ST RS 5 VOO Raymond B, Weiss, M,D.

[ vemrra=s 1oioze oy fa).
foenctate boestizaton(s):

l Fs.or-’S/c:_H}yiggogy/Onco}ggz - Dept. Of Med.

Sigf =3e s 0 to compare efficacy of 2 dlfferent C‘deP regimens with or wi‘hout
Adrsimycin in treatment of Breast Cancer. To determine axi lary node , menopause
,and ‘estrogen receptor statuses _in survival.

Toar 0o #2003 Reg 1 : CMFUP monthly /
Reg 2: CMFUP q 6 weeks / with or without later Adriamycin

Fizie-s U ans P22 To date a total of 17 patients have been entered , ALl
are still without evidence of disease.

haga 7 Tuagzers Stud. e

ot 1
regn 13 Tora G0 pare);_ 17 Berous LewsieTion oF Srusy: CALGE =300
° —— “WRAMG -~ 30
srmitan/Sireeacrze Souz BRrects 1 SUsdCrs BARTICraTiG 1n PAsuzcil1F nonE SO STATE):

RSN £AL Aa) Study is open and actively accuring patients., Too soon to formulate
conclusions.

foeictcarinna o2 fastoacrs, FY-S2:

NONE




10-2-82 - 1588 ; D

1-81 , - 6=84

Localized small cell carcinoma of the lung.

- CALGB_# 8083 - Localized Small Cell Carcinoma Of The Lung

A Phase II Study. Simultaneous Chemotherapy and Radiotherapy VS. Sequentlal Therapy

(Chegothe;epy, Radiotherapy, Chemotherapy ) VS. Chemotherapy Alcne,

"+ Raymond B. Weiss, M.D .

b Hematalogy/Oncology- Dept. Of Med

N - . P : . -

0. . o-w o o FEB 25 1983

e, To test whether chemotherapy and’ radlatlon to prlmary tumor and

mediastinum is superior to chemotherapy alone in patients with limited small cell
lung cancex.

B Regimen 1: V:anristine 1. 4mg/m2/IV —Cytoxan 100mg/m2 IV -
VP -16 80mg/m2 - Radiation RX to Primary Tumor +CNS

' To date only 8 patients huve been entered 3 are in complete
rem1551on. 3 are in partial remission, and 2 have refused further therapy, and
have been taken off protocol..

- .

5 . . 8

75

Severe Myelosuppression with chemotherapy following radiotherapy.

WRAMC experience indicates good rates of remission with above listed
therapy. Toxicity from this can however, be prohibitive.
]

NONE




Date: 10/2/82 | tioax tugr io.: 1589 Starus: Interin__ Fiw  x
_Startiis Dare:  11-8Q Dare o Comemion:  1q/g9

Key Vomps: Cisplatir jp patfents with Gastric Capncer

Time c7 Prozct: CALGB:# 8078 - Cisplatin in patients with Gastric Cancer.
A phase II study.

Princroal livesricatsr’s): Raymond B. Weiss, M.D.

Asscciate livestigarsa(s):

FaciLite: VR Dept/Svc: Hematology/ - M
T T s o= o P e peps v oo ere
Accrnarive VEDCASE Cosr: Becumaavive Ceitract Cost: kecuwaarive SuppLy Cost:
0Q Q0 ool
FY-83 [IEDCASZ:  Contmact Cost: Supery CosT: Date ¢7 Commitres FaeaovaL OF
Q0 Q0 0a Fanyar Prozasss Rercar FEB 25 1982

uny O3UZCTIVE: Tt T e S e e e
Stupy D3uzcTivE: Study anti-tumor activity of single agent therapy in advanced
unsesectable or metastatic Gastric Adenocarcinoma.

TECHHiCAL P2PPROACH: C1s _ PLATINUM 75mg/m2/IV g 3 weeks

Prosezss Durtis FY-82: Protocol closed 1982. Only one patient had been entered
while study was active. pt. expired 3 months later. This is a finalized
—ZIeport

Nuzea o7 Susuzcrs Stuoiten:

0 k4
S Tora (ropare): 1 Berorz CoveeTion oF Srusy: C1OSed

Szrrous/UnzxezcTed Sics Errzcts h Suzuzcts Paaticiparins in Prouzet(1F 1oz s STATS):
Significant nausea and vomiting.

Concrusions:

NONE

PUSLICATIONS €2 ASSTRACTS. FY-S82:

NONE




PR
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Darz:  10/2/8d Ve Yurv o 159y . fSwatus: Iereres P
StarTing Dare: 4/81 _ ____Barz or Comtoyin: o .

Key Vowas: Refactory Adult Acute Lymphoblastic Leukemia

Tite ¢F Prosici: CALGB:# 8173 - Treatment of Refractory Adult Lymphoblastic

Leukemia with Vincristine , Prednisone plus Tandem L-Asparaginase/ Methotrexate and
Cytosine arabinoside/6-thioguanine,

Pancieac Dnvasticarsa’s): Ravmond, B, Weiss, M.D.
Asscciate [iwesricarsa(s):
Faciuivy: WRAT Dzpr/Svc: Hematologv/ Oncology- Dept.Of Med.
FO e Lot B B
Accuraravive FERCRSE Cost: Eccurmativa Convpact Cost: Focacarive Seppiy Coste
00 0.0 00
Fy-83 E0CASE:  Contract Cost: Susery CosT: Darc ¢ Comarties f2esovas 07
an. an 00 Fangac Prozazss Rzesat FER 95 1007

STugy DSJiCTIVE:  To establish probable remission for previously treated ALL
who are in repaspe. To test L-Asp/MTX in addition to Ara-C and 6MP.

TECHAICAL R2PRONCH: Indyction = Vincristine, Prednisone, MTX adn L-Asparaginase at ml:
paintance = Methotrexate and L- Asparaginase.

ros2:3s Puaiis FY-82:
Prosasss Duats FY-8 NoPatients entered during 81 _ 1 patient entered 82

Wwa3er oF Susuzers Stupiza:
Fr-82: 1 ToraL (topara): 1 Beron

m

Comorerion o7 Stusv: 75

Szrious/Unsxezcten Sing Errects 1n Susszers Paaticipating 1 Prouzer(ir 1onz s3 sta=z).
NONE

L g i s il e M O it i b, s S s 1

Concrustons:  To early for conclusion on 1 patient entered. We expect to enter
4~5 patient per year in this very promising Modality.

PusLicaTiONS 03 AssTracTs. FY-82:

NONE




Dare:  10/2/82 Vo Csir fh,: 1592 Statys: _Inrerim  Fow. X

Starting Dare:  4/81 Darg o Cowncrioy: 12/81

Key }oes:  Advanced unresectable recurrent Renal Cell Cancer.

TiTte ¢7 Prouzct: CALGB: 8172: A phase II study for advanced unresectable or
recurrent Renal cell Carcinoma with Spirogermanium .

Princiean ltwesTicarer!s): Raymond B, Weiss, M.D.
Asscciate livesticatar{s):
Faciivy: WA Depr/Svc: Hematology/Oncology—~ Dept.Of Med.
Accunwarive iE0CRSE Cosr: Accumativa Coutract Cost: Azcusative SupsLy Cost:
0Q 00 - 00
FY-83 FEDCASZ:  Cowtmact Cost: Sussey Cost: Date oF Commrrres foenova Of
00 00 00 Fanuat Prosrsss Peegar FLEB 25 1082

unresectable or metastatic ademocarcinoma of Kidney .

TECtICAL AP2R0MCH! Sporogeramium 80mg/m2/ IV good for 3 dosesx 2 weeks, then
80 mg/m2/ Iv 2x weeks /2 weeks, then 80 mg/m2/ Iv Weekly.

Rgosazss Dunins FY-82: WRAMC , never enrolled any patients on this study.
Protocol is now cdosed as of 12/8l. This is a finalized report.

fluser oF Susuzers Stusraa:

0 0
FY-82: ToraL (70 pate): Bzrorz Comerztion 07 STUsy:Closed
Szrrous/Unexezcren Sios Errects i Susszets Paaricieariis i Pasuzci((7 fious 53 sTaTe):

None

Concrusions: ]
No data acerued, therefore no conclusions.

PusLICATIONS 02 A8STRACTS. FY-82:
NONE
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Davz: 10/2/82 floaw UnsT flo.: 1593 Statys: Iwveptm o Fia
Starting Dare: 6/81 _Dare o ComereTicn: _

Key Yo=ys: Recurrent Metstatic Breast Carcinoma

Titie ¢7 ProJicT: CALGB:8175 - A phase II trial of Aclacinomycin -A in the
treatment of Recurrent/Metstatic Breast Cancer Refractory ot Conventional
—therpay.

Princiear [wwestiearsr?s): paymond B. Weiss, M.D

Asscciate lnvesticarsals):
SCC |3

FaciLivy: WA Depr/Svc: Hematology/Oncology - Dept. Of Med.
Accur:u"._,\rbv: =0CASS Cosr: Accur".u-_ABrvs CoiitracT Coste hocusmative SupeLy Lost:
a 00
FY-85 FERCASE:  Comrmact Cost: Suesiy Cost: Datz o7 Comwimics feeacvaL GF
Lbbr__ il O& Famuar Prosrzss Rzpoar 93 ne

Stuoy J3JiCTIVE: eyaluate anti-tumor activity of single agent therapy in
treatment of inoperable advanced or recurrent carcimoma of the Breast

f ' T3py.

TECHNiCAL £2PR0XCH: Deptending on performance score and extent of prior treat-
ment , Aclacinomycim 100mg/m2 or 80mg/m2/IV g 3 weeks,

Pros:3s Dyains FY-82: To date only 3 patients have been entered on this study.
All had progressive disease, 1 has expired. the remaining 2 are alive with
disease.
fiwsz2 97 Susszcvs Stuored:

FY-82. 0 Torar (to patz): 3 Beroas Coomr

I
-
9
©
1}
@
<
9]
<
~
w

Szrtous/Unsxpzcren Sios Errecrs 1 Susuzets Paatictpating tn Peouzet(ir 1ins §2 sTATS):
Transient EKG abnormalities, Phlebitis.

Concrusions:
—— — Data too sparse to make any conclusions.

PusLICATIONS 02 AsSTRACTS, FY-82:

NONE

s T T . 3 e e A B e
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Datz: L10-2-82 | \loax Curt B, 1594 Stavus:  larzpiy Fira X

Startins Oate: 4-81 _ Dare oF ComeLeTioN: 6-82

Kev horas: _AZQ in patients with previously treated Myeloma
Time c7 Provzc™ carcp, # 8176 - AZQ in treatment of patients with previously
treated Myeloma.

Pagncroa lavesTicaraals): Raymond B. Weiss, M.D.

Assccrate livesticamn(s):

Factuizy: BRAIC Desr/Svc:  Hematology/ Oncology - Dept. Of Med.
Accuran ative (ECCASE Cosr: Eecumnavive Contpact CosT: hecuative Supery CosT:

0q 00 , Q0
FY-83 EDCASS:  Conrmact Cost:  Suseiy Cost: Dare or Cormities fesmovar Of

00 . 09 00 FamusL Prozazss Reecar FER 2 5 1am3

e e L T T A o S A e e e e e AR s e e e e e s L s L L s e o T~ st e = ===,

Stuoy Q34z¢TIve: Evaluate single agent for activity in previously treated
patients with Multiple Myeloma.

TECHNITAL APPR0ACH: 70 30-mg/m2/IV g 3 weeks, if no immunosuppression on
day 14: AZQ 35mg/m2/IV.

Proszss Dueins FY-82:  No patient were ever entered on this study. Study closed.
This is a finalized report.

hwsza o7 SusszcTs Stupiea:

FY-82: 0 TotaL (10 DATE): Berore CowpreTion 0F STUSY:C10ged

Szetous/Unzxezcrep Sins Erszers 1 Susszers Paaticiparing 1n Pasuzer(17 1oz s9 srare):

none

ConcLysions:

None

PusLtcATIONS 62 AssTracts. FY-82:

NONE

—tae o Y



Darz: 10/2/82 1 wiome ey gl 1595 Status: Inremis X Fioa

Startiis Dare: 6/81 Doave cf_ComwreTion: )
Key diomos: ADC in patients with advanced or recurrent Colon or Rectal Cancer

TiTLE cF Preuzcv: CALGB:# 8179 : Anthracenedicarboxaldehyde (ADC) in patients
with advanced or Recurrent Colon or Rectal Cancer.

Parsciaal lwegsricarsr!s): Raymond B.Weiss, . .D.

Assccrars lavesticaror(s):

Faciciry: WRC Dzp1/Svc: Hematology- Oncology -Dept.Of Med.
Aecumn ative FERCASE Cost: Focumaative Cenitract Cost: becwemnative SureLy Cost: i
00 0a 0a 1
FY-83 FEDCASS: Cowntract Cost: Susery Cost: Date 0z Commitres Fosmovar Cr
80 00 0Q Fanyse Prozazss Reecar FEB 2 5 1687
- 94

Study 03UzCTIVE: Evaluate single agent chemotherapy in advanced non- resect-
able or metastatic Adenocarcinoma of Colon am Rectum.

TECHuicAL APPROACH:

ADC 260mgm/m2/IV g 3 weeks. If no immunosuppression on
day 14, ADC 280mgm/m2/IV.

Proszss Duriis FY-82: this protocol was closed 11/81l. 6 patients have heen
entered at WRAMC. 5 of the 6 have expired.l of the 6 is alive with disease

off _post
Pos L

Muser o7 Susuzcrs Stupien:

Fr-g2: 0 Tora (to parz); 6 Berorz CovweLeTion 0F Stusy: closed

Szrious/Unsxpzcten Sios Errects in Susszets PaaricipariiG in Prouzet(iF 1iouz SO STATE)

NONE :
ConcLustonsADC has shown little if any efficacy in patients with advanced
Colorectal Cancer,

PusLicaTi0nS 02 AssTrRacTs. FY-82:

NONE




Datz: 10-2~82 | Moat Lurr o, 1596 Status:  Inizpis x Fyro
STAxTing Dare:  2-81 Pate o Comeverion: _ 6-85

Kevy }or3s:  Small cell carcinoma of Lung
! Time ¢7 Proyzct: CALGB + 8084 Small cell carcinoma of the lung extersive disease a comy

parison of MACC plus warfarin to MEPA alternating with MACC.

Fﬁ[\l‘ QAL I‘W"T"CA}"‘R S\ Raymond B. ‘Jeissl M.D.

Assccrate livesticatar(s):

Faciurry: hRARC Dery/Svc: Hematology / Onclolgy , Dept. OF Med.

Accumupative FE0CRSE Cost: kecuiwarive Coiivract CosT: hccumuativs Supey Coste
09 00 04
FY-83 EDCASE:  Cowteact Cost: Sussiy CosT: Date oF Comitres Ferrovar Of
=00 Q0 00 FamuaL Prosazss R:P.,::r TEL 20 nae

e e e e et e P e e e e e m e r e - ———— e e e ——— e

Stuoy J3JZcTive: Evaluate whether addition of warfarin to MACC will prolong disease

control. Determine if alternating comhlnation MEPH/MACC will grolong disease control.
evalua e e uri and after chemot

TecHuicaL A2PR0ACH: MACC vs. MACC -I-warfarin vs. MEPH#MACC; reg 1 Metbgtre.xate 30mg/m2-
IV, Adriamycin 40mg/m2/1IV, Cytoxan 4Q0mg/m2/IV, CCNU 30mg/m2/PO. Reg 2: same as regimen 1.

+ waMMMWWW 40mg/m2/ IV

Pros2:3s Duzins FY-82: To date only 9 patients have been entered, Of these 9 patients,
6 have expired. the remaining 3 patients are in good PR's and possibly in CR.

fumsza oF Susuzers Stupied:

FY-82:. 3 Tora. (vo pate): g Berore CowereTion 07 Stusv: 75
Sertous/Unaxpzerep Sioz Errzers 1o Susuzers Paaticiearins In Prouzct(iF jioNz $9 sTATE):
NONE

ONCLUSICHS:
Loncustens WRAMC experience is about 337 success in acheiving good remission
with the above listed chemo. regimens,

PusLicaTioNs o2 AssTracTs, FY-82:

NONE




Davz: 10/2/82 ) Voo Uatt Mo, 1597 . Statys: Isremim P X
_StarTing Date: 5/81 Dats oF CoweLemion:  12/81 L
Kev beros: . _AZQ treatment of Acute Myelocytic Leukemia

TITLE cF PROJICT: CALGB # 8174 ~ Azridinylbenzoquinone in the treatment of
patients with refactory Acute Myelocytic Leukemia in adults.

PaincipaL lavesTicatsals): Raymond B, Weiss, M.D.

Asscctate lnvesticaroa(s):

Faciuivy: WRAL Depr/Suc:Hematology / Oncology - Dept. Of Med.
Accumrative FEDCASE Cost: Accurative Contract Coste Accuwarive SuppLy Cosve

0Q Q0Q [0]0]
FY-83 EDCASS:  Contmact Cost:  Supery Cost: Barz or Commitras fepaovar OF

Q0 . 00 00 z 9z 1007

Stuoy O34z¢TivE: Eval-uate anti- Leukemic activity of single agent or combination
chemotherapy in treatment of refractory adult AML.

TECHHICAL PPPROACH: AZQ 24mg/m2/dx7 as induction
AZQ 24mg/m2/dx5 as maintance

Prosazss Duatrio FY-82: No patients were ever entered on this study at WRAMC.
This prdtocol was closed 12/8l., This is a finaliz.ed report.

Nuszr oF Susuzcts Stupied:
FY-82: 0 Tora. (o pars): O Berors Comererion oz Stugy: closed

Szrtous/Uisxescep Sis Errecys 1 Susszcts Paaticiparing 1t Prouzet(1F iioxz 53 sTate):
NONE

LoncLusions:  No conclusionsas no data was gathered .

PusLICATIONS o2 AssTRACTS., FY-82:

NOne

e

PR

Fooas

it
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X~ 10.2-82. ¢ .S 1598 oo Lo X
e P S
‘ : _ DHAD - Liver Cancer

o r-s..uit CALGB# 8178 -~DHAD - In Eatlents w1th Advanced
Liver Cancer.

Primary

Vo..ocx foosrires 0 Raymond B, Weiss, M.D. e e e
L ”wat “f:;: Hematology/Oncology —Dept. Of Med

P S N f;vl

_.__.‘__,(L S 0. " .

0. _la. N 3 s L FEB 25 1983

CTro To determine efflcacy of DHAD in batlents with ‘resectable
or metastatic primary liver cancer.

NS PR

T DHAD lng/mZ IV q 3 weeks
O O

BTN FURI NS | patien: entered. Had 2 cycles of
response , Is alive with progressive disease.

tirug and showed no

T T
[ICRAE N AN 5‘.,.7.._-!, BHEREE M

- 1 _ Tars (raoes) 1

NONE
R I Y T R R T

Archives Int. Med. Oct. 82 (in press)
Michael Hurwitz, M.D. M.C.
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10-2-82 o . 1599 R . £ o
. 2-82 J2-83 !
Refractory Hodgkins Dlsease

- ‘ CALGB # 8171 - Treatment of Refractory Hodgkins Disease
Resistance to Standard Chemotherapy.

_Raymond B.. Weiss, M.D.._. .

Siue Dagnrilr to develop a non-cross resistance comblnation of cytotoxic
agents active in advanced, prev1ously treated Refractory Hodgkins Disease. |

A

AR ‘T_”w- VM - 26 -60mg/m2 1v day 1- Cisplatin 40mg/m2 IV day l—
Hexamethylmelamine 100mg/m2 po day 2-8 and Prednisone 32mg/m2 po day 2-8.
Repeated.q.Zl days.. . .. U
I To date 1 patient hag been entered, had no reaction to

therapy.

1 Floeo 2 imme EEEOR 20
T s T
220272020 Data too sparse to formulate any conclusions.
Foaotaarig o Jasraanre, Y30 -
NONE

A RA SRt T ahie o




10-2-82 . ... ¢ 150082 .o o X
Ul 0 10-81 o o SRR | o o )
Yo ARA-C L. Asparlglnase »Acute Wyelocytlc Leukemla i

it.. - ¢ . " CALGB# 8121 - A Comparatlve.Study of ngh Dose ARA-C Alone or =
Given Sequentially With L-Asparaginase for Remission Induction in Patients With (]
AML After Failure or in Relaspe. . _

_Efoon iiacy ot Raymond B. Wedss, MlDe |

o W . Heﬂatalogy/Oncology —Dept..Of Mgg_“_
PO Ll ..""! T
fan g e g

S0 o ) _ SRS ’ FEB 25 1q31

A - To determlne e‘ficacy of high dose.ARA—C w1th our w1thout
L—Asparlglnase for remlssion induction 1n‘pat1ents with ’ML refractory to

Sl ] 1st. line therapy.] T
Reg 1: ARA-C 3gm/m2 IV + L-Asp. 6000 IV /M2 IM
Reg-2: ARA-C 3gn/m2 T e

i 7* " :To date 6 previously ‘treated AML paﬁients have been entered
3 of the patlents rewer achieved remission and have since expired. 2 of the Pt's

did achieve remission and are alive and st111 being treated according to Protocol/

A AN <,

Tacde T U S Shur o [ pt. relaspgd but is alive. N 'w_

Rova.z (oowgzmioy o1 G-, CALGB-200
L _ '“WRAMG - 10
lranr T TN R TTATH
TR e i
Data too sparse to formulate any conclusions. Low patient :
accural to date,
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[ s 19_-7_-82 1501-82 i o e X |

! 2-82 . aocteagag 000 78
C.=.Czrcimoma , Lubg oo e e e

i: CALGB #8141 -~ Phase II trial Anthracent.dlcarboxaldehyde
' I& Advanced Carcinonma of the Lung Other Than Small Cell. I

—-Raymond B, Weiss, M.D. . .. ___

! To determine the efficacy of ADC in locally advanced and or
metastatic luno cancer other than small cell. |

ADC 260mg/m2 IV q 21 days.

R s P -
Pruaiags tum, P ED g patients have been entered too dcote. 2 pts. had progressive

disease and have expired., 1 pt, refused furiher RX. -1 pt. has stable disease
_l1 pt._has pragressive, but is alfve, 1 pt, was just put on study 9/92.

=

Bosnie o7 B30 Stunan
FY-¢2: 6 . Torze (roowvsd 6 Forais Comeenion 27 S/ M rsed
Szmcusflnzienctep Siaz feseers 10 S porhn pr PrnaIeidis o ey srared.
Phlebitis in vessell where 1V Drug was. mfused

Conciusin:s T
T 2 Data too sparse for conclusion at this time.

i

4

i bustzarions ow Justasers, FY-82

i

{ NONE

S
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2-82 | yoactun s 150282 |Smws besen X Fue

9-81 Dt ¢ lowenion: 9783

Advanced Cr Recurreat letastaeitic Helanoma

't CALGB # 8143 -~ Vinblastine , Dacarbazine, andCisplatin in
The Treatment Of Advanced Or Recurrent Metastatic Melanoma.

Raynmond B, Weiss, M.D.

E‘."-‘r/S”:_:_ Hematalogy/Oncolooy —Dept Of Med.

)
m
P
C)
»
(&)
-
o
O
‘
o
O
('X
1=
Q
=
<
[
[4
@
X
r-
=<
(‘3
O
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.0
Surary (ost: ; are oF Covmitise feprovy O
-3

Fr85 i

___Q__

sl FRGaaEss REpsar B 25 109

T e e e e e e e e e e e e L T S T T T T L T L I T S I T I T I I

Slk;l‘_.i.}iglif-:.: to establish tolerability of VDP, to establish CR or Pr“fx_'é.—
quencies in p.-Zients with advanced Melanoma treated with. VDP.

I‘ -~
Irn UM PNV

DAL DTN Vinbrastine 5 mg/m2 IV day 1 and 2
Dacarbazine 150mg/m2 IV day 1-2-and 3
-Cisplatin 50mg/m2 IV.day 3. .
: Fiil:s patients have been entered. 3 of the 5 had no re.spon;e
to therapy and progressed. 2 of the 5 have shown good PR and are still being
.treated every month,

1. ~

T OLsJIUIs STudied:

LT
Vo

fY-s2:_ 5 Torau (rapata): 3 Rerosz Cowscerion of Srugy: 60
SamasflaReieran Sios LerEars o $0202eTs BOiCioaring 1 Prouzci (1 noE 59 §TATE)
NONE

Faoctavimns ox fastaacts, FY-S2:

NONE
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10-2-82 : - . 1503-82 T X

. 10-81 -, 10-84

Superfractionatlon Radletherapy - Small Cell Lung

BT 8 T AT GBA 8177 - Superfractionation RadlotherapI and Chmeotherapy
for Patients with Small Cell Carcinoma of the Lung Who Fail Locally after

.Chemotherapy.nn_CALGB_BQﬁ3m___“,-__h----u”__ e e e e
‘> Raymoud B. .Weiss, MDD, . _ ..

RELE ‘ Radiation RX. to tumor, Mediastinum, and supraclavicular
areas, 30 treatments in 3 weeks (2 A day) chemotherapy of MTX, Adria,CCNU,
_anigxtgxau —

:
" NONE

", - - e e e = e e e e e e
NONE
Fu NIAT L a L sinan s, YT ‘
NONE
p
]
o
L
.i
X
i
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10-2-82 .. 1504-82 : X

: 2-82 - 2-83
Blsantrene - Breast Cancer

B R CALGB # 8142- Phase II Trial of Anthracenedicarboxaldehyde
for Advanced Breast Cancer .

:._Raymond B, Weiss, M.D.

= Hematglogy/Onco ogy - Dept Of | %ed

< orrvE: to evaluate efficacy of ADC for 51gnif1cant anti—tumor activ1ty
in the treatment of inoperable , advanced or recurrent carcinoma of the breast.

o
‘. -, 4

SESTN N ;ADC 260mg/m2 W q 21 days.

- . - - - -
) ‘

= [Fo

Lo So far only 2 patlents have been entered . 1 had progression
after 2 doses. the other has only been on study 1 month.

A JE T o
A A ’ .
I P

copoe - : : -

S S R AR A 2 Pogonz ey i Tone, 20

< e

N S L B TR TR LT DR I L N LU PRED AT I AR Eal e d el S-SV A P
NONE

f., P ) - o - T Tt T T T T T T e e e

JLlEi— 20 Data too sparsefar formulation of any conclusions.

oy - - ! omega - """’,‘l. . - e a
| BT ST S-S ioh YR RGNS

NONE
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10-2-82 . . -: . 1506-82 X

| §-82 o g-8s 1
Hodgklns Disease -MOPP,ABVD

;7 7. . : CALGB# 8251 -~ Treatment Of Advanced Hodgklns Dlsease; A Randonr X
ized Phase III Trial Comparing MOPP VS ABVD VS MOPP Alternating with ABVD i

—— e s |
e ; _Raymond B. Weiss, M.D.. .. e i
. H -

N Hematalogy / Oncology —Dept. 0f Med.

o0
e e —— e ——— e ——————

-. Fogm =n m e

: SRS S S r"‘“:'F'EB_Z_iIQB:i

IR To compare efflcacy and tox1c1ty of 3 treatment regimens “for

patients‘w1th stage ITI2A and IV hodgklns Disease.

T" C e

;'-;TT’ o Reglmen 1 MOPP every 28 days - Regimen 2 ABVD every 28 days.
Regimen III - MOPP every 28 days alternating with ABVD the next 28 days.

booceey Dl BT T g date only 3 pacients have been entered.

Y fe Ty e e € -
it ¥l SENOTERIRVLS J R ) =

f'-y."":)_:_ 3 7{2.’";_ Lo :‘,‘\."l_‘ . 3 Fif'\:‘f H CA’-_',-;.--‘_:.T';:-, o 3;—: v CALGB 300

T TWs Trir T e . [WRANC 12
-,‘-)—v ERE Lol T = Pt R .. T -I,I v Ty ,-(....-i Lot AG S,

NONE
e e

ESEE PR RN

L. --% .2 None at this time. Too early for data accumulation and
interpretation.
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Dare: 10-2-82 | Woax Uit N3.: 1627 Status:  Intirin X Fpo
Clsoed 2/16/78

Starrirs Dare: 1974 Dave or ComereTion:

Key tepas:  Carcinoma of Lung.

Time cF PrasicT: WRAMC # 7404 - Immunologic-1 evaluation and immunotherapy
of patients with carcinoma of the Lung.

Princreat nwasticaror{s)y Raymond B. Weiss, M.D.
Assccrate lnvesTiGator(s):
Faciivy: WRANC Dzp7/Svc: Hematology/ Oncology , Dept. Of Med.
AcaupATive 1580«35 CosT: Fecurwn AT ve CoriracT CosT: Accuauative Supery Lost:
0o 00
FY-83 FTDCASS:  Cowreact Cost:  Suspy CosT: Date oF CormiTieg fepRova é);
__ 00 20 FamuaL Prozazss Pepcar ft 25 198%

Srupy OsuzcrivE: To determine therapeutic efficacy of BCG given by scarefication to
patients with lung carcinoma. To determine if allogenic tumor cells benefit. Correla-
tiorn-of in vivo and invitro.cellular immunity with clinical status.
TECHui oL A2PROACH: Stage 1 (A) patients were randomized hetween BCG, tumor cells and
BCG of follow-up alone. Stage ll-debulked surgically received received radiotherapy 5000
radm_mgm@;mw.mmwmwmmm@mxace 40mg/c
ProsRass Durisis FY-82: [1v + ¥incristine 2.0mg IV day 1-8 -928D.

Protocol closed since 2/79. All stage B patients have expired. The stage A &atients ({a
are_either off study due to the logistics of following them off post or are lost to follow

Mg’ oF Susuzcis Stupiea: [Up 3l together
None glosed
FY-82:. o0 Torw (ropars): 21 Berors Cowerstion 07 Sruzy:

Szewcus/Unsxescten Sios Errzcrs n Suzuzcrs Prartcieating 1 Pasuzcr(is 1o 53 STATE):

no serious /unexpected side effects.
Conrrysions: , . . .
=-=======" Immunotherapy appears to be of minimal value in prolonging life span
periods of remission in patients with lung cancer,

PUSLICATIONS C2 AB3TRACTS. FY-57:

NONE




.

Darz10/2/82 Hoax Bnir No.: 1628 Sratus:  INTERIM Frooa, <
Stazrirs Dave: 1976 Dave oF ComorzTion:  10/82

Key boras:  Carcinoma of the Large Bowel
Time ¢7 ProsecT: WRAMC: # 7486 - Chemoimmunotherapy of Carcinoma of the Large

Bowel
Paincroar lnvesTicarcr(s}:  paemond B, Weiss, M.D.
Asscciarz Imvesticaror(s):
FaciLivy: WAL Depv/Svc: Bematology/ Oncology - Dept.Of Med.
Accumrative FEBCASE Cosr: hecurw ative Comract Cost: Accuvnativs SuppLy (osT:
00 00 00

FY-85 FZDCASE:  Cowrmact Cost:  Susey CosT: Date oF CormTrEe Aopaov:g_E(g: Y

00_ ® 00 Frewa Prosrzss RepcRr - 25 1983

e e e m e e e e . B s o = o = m  —— —— i s i  — — — - e e —————— e e o

Stuoy J342CTIVE: To investigate the therapeutic officacy of BCG hy dermal

scarfication in patients with. carcinoma of the Colon or Rectum when
s=ll-combination—with- E_vavLMF‘(‘{‘\m_

TECwibilA, A2PR0XCH: 411 patients are classified according to Duke's C classifi-~

cation: Type II (Stage B ) — extension into But not through muscularis.

Prosa:zs Durinis FY-82: g seudy closed to patient entry May 1978. Total of

20 patients entered to date all have expired or are lost to follow-up.

twesza o Susszcss Stuoizn:

FY-82:__ 0. - Tota (ro pata):_ 20 Berooz Covwrerion of Stusy: C1°?ed

Szp13i3/Unzxpacten Sins Errects v Su3uzeTs Padricieatiing i Prouzor(17 1ons 53 sTay
NONE

Y.
42

i

‘Will be analyzed for publication in 1983,
5 year survival information.

PugLicarions ¢ AgsTaacys. FY-82:

Technical Approach, continued: limited to serosa; positive nodes.
IV - Locally metastatic disease beyond lymphatics, the bulk of

which can be removed, but with some tumor remaining, cannot tolerate

surgery. Tumor of such size, or fixed so that surgery would not
be undertaken, V (stage D) distance metastataeses.

191

ion to or through serosa; negative nodes. III (Stage l():1-1
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7; T 9_81

: Tamoxifen, Fl_oxymesterone Metastatlc Breast Cancer

(R IR SR WRAMC # 7408 - Compa_ative trial of Tamoxifan and
Fluaxymesterone plus Tamoxifen in Metastatic Breast Cancer.

el Telioroved l: _Raymond B, Wedss,M.Da . . . — -

L
ST e e e et e e -

Hematalogy /Oncology -Dept OF Med.

" Aocuivsn: ive
}
T

iz: Response rates and durations will he compared to assess the

relaﬁibé-zﬁérapeutic benefit of the two regimens.

[ — . —— e

RS
I R

2230 Regimen A : Tamo:ifen 2mg/m2/ po bid.

Regimen B: Fluoxymesterone 7 mg/m2 po bid and Tamoxifen
— . 2-mg/m2 -po-bid - - -

S SRy

-

pirers o BV 32 *Study ha: been closed this {ear. Of the Eatients revi usly
a 1 the others have

entered 4 are lost to follow-up, 2 arenot evaluahle, and a

_progresse.d I

N .
SGwese 7 Tussiors Swn o

i RSN BErTIN N0 Leme v o Tusenn s Foatioeag booen iy gran
“w,__u__.NQNE_-A__-____~“,-““_ e — e e e
r~. -
- 227 :Pending completion of review.

S AL, (Y-l
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lgﬁzugz_.L w ~{j_ﬂ;g_ 1649 . ivemw dwegees Xt e
Srg._i ivo faer 1976 o Dwi o feniweer 1981
iy iwes: Prostatic Chemoimmunatherapy _ L
BT f BNICTigpame # 7602 - Chemiommunatherapy of Prostatic Carcinoma

Raymond B. Weiss.M.D.

ACCU‘,I‘l v (u TRACT Co H ! ﬁ:cunu.:*'v- Sy LT
- o Q e ——e O
FY-53 sl Cenmacy Costr Soomy Cos 5 '7“\" er Lo LTIeE foepovae Gr
o _ N a i (LD 15 7-::1\_Pu°r ._EEB_25 1%3

29 LS L150 to study the efficacy of the combination of Cyclophosphamlde
and 5~ ® Flourouacil with. and w! thgut BCG i¥munotherapy in the treatment
o.f_adyance.d.&tage..b Carcinoma of the Prosta
\_L N ‘. -‘.‘
e Az 1 de 1000 mg/m2 I 5-Flourouracil
600 mg/mz IV on dayém?nand %yc 88?0%3367§ n&%s onsd days 12 gﬁﬁ 3, *Regimen B~
Cxplophosghamide.lOOO‘mg[ _IV_day 1 =~5-Flourouracil 600 mg/m2 IV on days land 8.

biseizs £205 FU-32: 20 patients have been a.cumlated. Assigned reviewer  (below)
did not complete evaluation prior to departing service in FY 8l.

[T — PN ST - -
TTRCTN AN e A Y SIU:JZ'.J.

FY-€2: 0 Toran (70 pate): 20 Berons Covmeevion oF Swzv: 20

Steanasstizaeroris Sicz Errravs 1n Suasiors Paatiseoris o Panusci(oF nenE 59 sTasr).
NONE

rh " l "\1‘ - T

~Pending completion of review

P VLT
FusLizarions €2 f8simacts, Y-8

NONE

Technical Approach, (continued): this cycle to be repeated
every 28 days. Addendum #1 changed the BCG vaccine to the
Pasteur strain, 2 - 8 x 10/8 viable units.
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e 1984

Zy i3 : Prostate _ Carcinoma __ . )
! FCLLT WRAMC #7702 - ALJuvant Cﬂ‘motherapy Of Prostate Carcinoma
with Adriamycin and Cis-Diamminedichoroplatinum 11l.

_elvmiy lystizasri’: Raymond B, Wedss, M.D..

{ Foceas O.J_ Suens C:s'.

Daiz e ’z.:.'.'.-' mnf'
FEB 25 1983
: To compare the eZZficacy of radiation therapy alcne versus the
Thmﬁlnatlon of radiation theapy plus chemotherapy in the treatment of patients
wizhpope:a;iVely.staged_and_hiutaloglnallx,pxgxen_a;agg D1 Prostatic Carcinoma.
ToCHdilh S1PI0VH: Regimen A- Whole pelvic irzadiation to a total dose of 4600 -rads.
with an additional 2000 rads to the prostate bed. Regimen B: Radiation therapy as
mabgyﬁ_Adxiamxglnﬁﬁgmzlm2 IV day 1 every 28 days.Cis—Platinum 60 mg/mZIV _day 1- below
Fuoszazs Don FY-82:0 No patients entered for FY 81,
2 patients entered proviously.

farwzry o7 Suaszers Siudren:
Fr-¢2, 0 Toraw (12 na‘sli_“"g _____ Bzrers Covpvzvion of Siuove
Seapausfiizerenios Sioz Lessers o Suaczers Foavicooarins 1o Posuici(or pooz 5o srace):

NONE
Cooniuzions: o o T
- ~  Clsoe study because of poor patients accural.
Fusctoarisas Lo dasoncis, FY-30 h

NONE

Technical Approach: (continued) 28 days. Addendum #1 increased

type of patients eligible for this protocol. Addendum #2 modified
administration of CIS-Platinum to decrease toxic side effects.




Dave:10/2/82  § Moax Vuir fin,: 1665 Statps: fnremd o Fae X

Staatins Date: 1977 _ b o lowmeyion: 10/82

Key Yioeos: Gastrointestintestinal Tumors
TITLE CF ProuicT: WRAMC:# 7706 - Treatment of Refractory Gastrointestinal
tumors with Chlorambucil and Methotrexate.

PrincioaL lnvesticaTorfis: Raymand B. Weiss, M.D.
Asscotats livesticator(s):
Faciutry: WREND Derr/Suc: Hematology/ ONcology - Dept.OF MED.
P\CCU.".ULATWEOI'(‘}‘:UCAE CosT: Focumarive Conmract CosT: focuuarive SuoeLy Lost:
0Q -00
FY-83 ELCASS:  Cowrmact Cosv: Susery Cost: Date o7 Lommitrse fopravaL (OF
_0a 00 00 Fanvae Prosnzss Reecat FER 25 1983

Methotrexate in patients with advanced Gastroinestinal tumors.

TEcHnicAL B2PROAH! Chloroambucil 6.0 mg/m2 days 1-14 -Methotrexate 10mg/m2 days-

1-4-8-12 (po) this course is repeated every 28 days. For patients who have had
_or_radiotherapy, 75% of the dosage is given for the first cycle.

Proarzss Duatis FY-82 WRAMC has entered no patients on this stuvdy during the

past year. We can obtain no further information on previously entered patients
t to follow-up. Study was closed 10/82.

fuser oF SusuzCis Stuoizs: [ This is a finalized report.|
FY-82: O Toraw (o parz): 19 Berore CowLetion oF Sruay: crosed

Szptous/Unsxescred Sicz Ersects 1o Suzsicrs Paaricieartis 1o Prouzet{iF nanz 52 srars):
NONE

MCUUS IS
ConcLusions:  vonvp AT TEIS TIME: STUDY IS CLOSED.

PUSLICATIONS CR AS3TRACTS. FY-S2:

NONE




Darz: 10/2/82 | Moax Luir lio.: 1666 Status:  Inrzris Fira, X
Srarving Date: 1978 _ Pate o7 ComeieTion: 10/81 N
Key diopos: Immunotherapy

Titie ¢7 ProuzcT: yRAMC # 7801 - Protocol for immunologica' evaluation,
and phase I of immunotherapy of patients with various Carcinomas.

Princioal [rvasticarsa’s): Ravmond B. Weiss, M.D.

Assccrate livesticaroa(s):

FaciLivy: WRAC Dzpr/Syc: Hematology / Omcology -Dept. Of Med.
BoousaTva (E0CRSE Cosr: Arcq,. spavive Cenrracr Cost: Foclmu AT vE S-J??-L‘.’ Casy: . i
00 00 00 |
i

Date o Corwmitees forae

Fanuas. Prosazss Pepoar ftB 25 1883
Stuav 034CTiVE: To per = detailed immune evaluation in patients with tumor
present and tumor éntirely resected, following immunization, with C. Parvum -SEE

FY-83 x~u AS._: Conreact Cost: Supery Cost:
00 Q0

TECHMiCAL A2PROMCH As per outlined submitted for FY 80 and detailed in originaf‘alow
protocol,
Prosezss Duatis FY-82: Study closed 10-81. At this time ,all patients placed on this

portocol have expired. This is a finalized report.

liisza o8 Susazcrs Studien:

FY-82: o TotaL (1o parel: 7 Berore CoweLeTion 07 STUSY: (lcged
Szetcus/nsxpzcied Sipz Ersects 1n Su3uzets Paavicipating 1 Prouzer(1F ioxe $9 5TATS):
NONE

ConcLusions:
=====——" Data too sparse and patient follow-up too poor to formulate any

conclusions protocol is closed and no further data will be forth coming.

PusLICATIONS C2 AsSTRACTS, FY-82:
NONE

Study Objective: (continued) inan attempt to ascertain

changes in cytotoxicity induced by immune agents, and to
determine if immune depression in cancer patients can be
reversed.




10282 | v twefne 1667 Ses Lo Fue x
1-78 Pt - r()’ S O 10-81

FTY> S PO

' Moess: Breast Carcinoma
o= Pro.ici: WRAMC # 7803 - Metastatic Breast Cancer

\

Raymond B. Weiss, M.D.__ S

Dear/Sic: Hematalogy /Oncology - Dept. 0f Med.

- P ¢ U SR | DS S
SY-kSorATL i Qo Tostr Sooney Los

—0 0 _0._...

ot 3K : To evaluate response rates, mean to duratlon of response and survival
in 2 patients populations with Breast Cancer.

Regimen 1 :BCNU, Cytoxan, Vincristine, Methotrexate
Regimen 2: BCNU, Vincristine, Methotrexate

bant 2z aen TY-000 NONE - Study is closed an no patients are being followed.

. Coim e o e
Peot- 20 008 SU3L0T00% 00Ul D

Q Totar (7o pate): 14 Brrors Coewczvion 07 Stusy: 14

Srrcas/hizeznrzy Sioz Sreeeys i Suaszows Panviceesinns 1 Pregzarin
NONE

n

NONE

T '.Q7.
Fu.t.:'wu- PONS O CA3TANCGYS. F‘T"S_‘-

NONE
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Darz: 10/2/82| Vo User fio.: 1671 Statys:  Iuremin x - Fins

Staiing Dare: 1979 Pare o7 ComateTion:

Kev Vopos:  Cancer of Colon

TitLe ¢7 Paouzcr: WRAMC:# 7901 - Adjuvant Antiplatelet Therapy for Duke's B»
or C Cancer of the Colon.

Princirat [rezsTicarsafs): Ravmond B.Weiss, M.D.

Assccravs livesticarsa(s):

Faciivy: W24C Dept/Svc:Hematology/ Oncology -Dept.of Med.
Aecurun aTive PESCAST Cest: Fecurwarive Cenimracr Cost: Focuanrive Suesiy Coste
Q0 0Q 00
FY-83 iEDCASE:  Conrmact Cost: Supery CosT: Pate 0 Commitres Poraoval Gr
00_ 00 a0 Fxnuas Proarzss Repcar ) £ 1004

Stuoy 230z¢rive: The aim of this study is to seek evidence for an increase in the
Disease~free period (or survival) in patients with Duke's "B2" or "C" Colorectal
Cancer who are rreated for prolonged periods with a platelet inhihitory agent-aspirin.

TECHHITAL #29P0CH A coagulation screen , factor VIII complex, Salicylate level
and platelet function tests (aggregation and membrane analysis) will be done prior
to treatment and one month post treatment, The patients will then be followed - below

Paosazss Duatis FYV-82: Slow accural, with onl é& tients entered, to date. follow-
up adequate on 10 o% these., Sné. patient 31 g? progressive disease and one
-has advanced progressive disease but ig gtill living,No Toxicity reported in the
lloi3=a oF Su3szcts Stupizo:lpast year., Study Closed 10/81~ 2/11 have expired-8/1l1 have

stable disease and 1/11 is lost to follow-up.
FY-82: o TO[FAL T DATg 1] Berorz Comeretion o7 Stusy: closed
Szrious/Unexezcren Sioz Errects 1o Susszers Paaricipating tn Prouzet(is £o%2 52 sTate):
NONE

CoMcLysiens: 1nadquate number of entries and follow-up interval for assesment.

PusLicATIONS o2 AssTRACTs. FY-82:

NONE

Technical Approach: (continued) according to the protocol
with subsequent coagulation studies at 4-month intervals or
whenever bleeding or Thrombosis appears.
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Date: 1479785 | Mook Unir No.: 1477 Status: InTeRiM X Frreae
Stazturs Date: 5/79 Date o ComerLeTion:

Key YordS:  Testicular Cancexr Stage I and IT

Tinte ¢ ProvzcT: TC - 179 -~ “reatment of Stage I/II Testicular carcinoma with
Vinblastine, Actinomycin , Cyclophosphamide, Bleomvcin, and Cis=~Platinum.
Testicular Cancef Intergroup Study.

Princioan Isvesticaro{s): Raymond B. Weiss.M.D.
Asscctate InvesTicator(s):
facietry: WAL Depv/Svc: Hematology/ Oncology - Dept. Of Med.
Accunative MEDCASE Cost: fecersnarive Camract Cost: Accuvuative SuepLy CosT:
Q0 66 Q0 -
FY-85 FELCASS:  Cowrract Cost:  Susety Cost: Date o Comitree heerovay OF
A 0 00 Qo Famuar Prozazss Repcrr EEB 2 51923

Stuor Osuzcrive: 1. Compare the disease -free survival and overall survival for

surgery alone versus surgery plus early adjuvant chemotherapy in patients
with resectable Stage II testicular Carcinoma. 2. To registar and follow _OVER

TecuuicsL AoPROXCH: All stage I patients will be registered then followed by
monthly markers and chest X-rays for 1 year and then every 2 months for
All Stage II patients will be randomized to no adjuvant — see bhack
Pros2:3s Dunins FY-82: To date 15 patients have been entered. 5 patients are
Stage I and 4 have now completed their 2 year period of observation, and,
_—are without disease. 10 patients are Stace II ,and of those, 3 who were -oger
Number of subgects studied : '

FY-82: 1 Torae (1o pars): 15 Berops Comwrevtion o7 Srusy: 200

Sepicis/Unsxpacten Sioz Errzets 1n Suzszers Paatrcieatring 1 Proozet(i1s noni s STATE):
NONE

(o550 It appears that for those patients with é—tage II ,Disease s

adjuvant chemotherapy is necessary in order to prevent the possibility
of progressive disease.

Puscizarions ¢2 Asstaarts, FY-S2:

None

g R PTG <,



Study Objectives :patients with non-s.:ziinoma , noa- Choriocarcinoma
Stage 1 testicular cancer to define prognostic variables which may
predict recurrance in this stage group.

3. To define differences in disease free rates and patterns of recurrence
based on histologic subtypes.

4, Evaluate role of marker substances I.E, ,BHCG, AFP, And LDH in the
early detection and management of recurrences.

5. Evaluvate accuracy of Lymphangiograms , CT scans , and ultrasound stu-
dies for staging of retroperitomeal nodal involvement.

Tech; Approach cont'd. : chemotherapy or to adjuvant chemotherapy.
Those receiving adjuvant chemotherapy will receive Cytoxan, Actino=-
mycin, Vinblastine on day 11 Bleomycin on days 1 through 6 , and last-
ly, Cis~Platinum on day 7. This cycle of therapy will be repeated &t
28 days. Two cycles only will be given then follow-up monthly for one
year,, then Bi-monthly for the next year.

Progress cont'd: randomozed to no adjuvant chemotherapy, sub-
squently developed prigressive disease and according to proto-

col were started on adjuvant chemopherapy. the remaining 6 stage II
patients wvere randomized to adjuvant chemctherapy,have complete-

ed their chemotherapy , and are currently being followed here :orv
off post. They are all well and free of disease.
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Batz: 10/2/82 1 Yok Buir 0. 1p=a Lﬁrnms ‘nr I I It
Starting Dare: 1978 Paz 7 Coseriy

Koy booos: Adriamvcin , Indocvanine Green

Tivee ¢ ProvzcT:  WRAMC # 7808A : Effect of Inodcyanine Green Clearence
on Plssma levels of Adriamycin

Princioai lnvasticaror’s):  Raymond B. Weiss, M.D.
Assccrers livesticaroa(s):
Faciiivy Dior/Svc: Hematology/ Oucology -Dept. Of Med.

Acctmoarive FELTAST Cosr: Fecumaariva Conraact Cosm: aative Sueary Coste
00 00
FY-83 FELCAST:  Cowmacy CwT Supary CosT: Date ¢7 Coromitizg s Qs
_00__ 00 0 FaRuAL ag3
Stuny 03UsCTIVE:  Correlate Indocyanine Green (ICG) Clearence in each patient

with plasma levels of Adriamycin.

TEcunioAL F2r0anH:

Indocyanine Green clearence obtained prior to first adminis-
tration of Adriamycin. A total of 50 Indocyanine analyses should allow for all
permutati exr- dvsfunction,-doseages of Adriamwcin ,—and clinical toxicity.
Prosrzss Lunins FY- °7Protocol closed to patient entry. Accural rate was very slow due
to fact that only patlents with liver disease who received Adriamycin were eligi-
ble. To date 15 pts' were entered at WRAMC. All emperienced progressive disease

MusEr o7 Su32:01s Stuoied: [ and have since expired. No further patienss entered FY82
isg is a finilazed r
FY-82: Yy o To .

Sepicus/Unzxezcren Sipz Erszers in Suaezers Pazrictparis 1 Prouzer{isz nsss s2 sTATS)
NONE

NCLUS QNS . : .
Concrusigns Patient accural too low, disease status toc progressive to formulate

any difinitive conclusions. Porotcol is closed to entry and more data is not
forth-coming. No conclusion can be drawn from this study.

PusLicarions o2 fsstracts. FY-82:

NONE
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Dare: 10/2/82 Vioax Luir fin,: 1675 Sravys: dwrzmis o Firs xo

_Starting D,.re 19719 Darz o Corgrion:  10/82

Key Vroeos: Jg;;g Artery ddriamycon Infusion
TiTLe ¢7 ProuzcT: WRAMC # 7903 - Hepatic Artery infusion - a Clinical and
Pharmacokinetic study.

Porncrose lrvesvicato’’s):  Raymond B, Weiss, M.D.

Assccrate hwasrticarca(s):

FaciLivy: WA Depr/Ssc:Hematology/ Oncology -~ Dept. Of Med.
_________________________ p
Rocesi ative FEBCASE CosT: { Becunuiarive Convract Coste becwsiaTive SuepLy Cost
Q0 ; aQ , a0
FY-83 E0CASE:  Cowtmact Cost: Supery Cost: Dave or Commiryzs Faspaval 05
00 a0 a0 FanuaL Prosazss Rzpoar FEB 253983

Stuny Js43CTIVE:To evaluate the efficacy of Hepatic Artery infusion of Adriamycin
in patlents w1th metastatic liver disease. To evaluate the Pharmacokinetics of
K otites,To-correlate—the dogse-response-withclinical- SEEb 1
[t B .

AL #Q’O*J‘Special diagnostics will place Hepatic Artery catheter via axillary
artery and hepatic vein catheter via femoralvein. Patient is sent to nuclear medi-

iod in#nsion,into the hepatic artery to evaluate intial-
Prosazss Duains FY-82:

No additional patients entere in FY 82. Study was closed 10/82.
This is a finilazed report.

fiomsza 97 Susdzers Srunizo:
FY-82: 0 TotaL (o pate): 2 Bzrors Covsierion of Stugrosed

SzriousAlizxezcten Sios Erreers in Susuzets PaatictpartiG in Prouzer(ie iouz so stats):
NONE

ConcLusions:Not enough patients entered, without further accural study being
closed.

“PusLications 03 AsstracTs. FY-82

NONE

Study Objective: (continued) toxicity. To evaluate radiouclide
scan, anglogram, and liver-spleen seen as parameters of liver
dysfunction.

Technical Approach: (continued) catherer placement and hepatic
blood flow distribution.
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Date:10/2/82 | Vo UnitiD.: 1676 | Status: fwreree x Fu,
Sraaris Dire:  8/28/81 Pare & Comurmon:

Kevheeds:  colgn-Carcinoma- —-
TiTLe ¢F PROJZCTYHRAMC: # 7904 - Evaluation of Carcineembroyonic Antigen aud

Second Look Surgery in Colon Car:i-oima.

Frincioal Divesticats’’s): Raymond B, Weiss, M.D.
Assccrate livesticarsals):
Faciurvy: W24 Dzer/Sic: Hematology/Oncology -Dept.Of Med.
AccurAavive VEDCASS Cosr: Ezcumiarive Coupact (o3t | Acowweative SuseLy Cost:
0Q_ ! 0Q 00
FY-85 120088 Cowrescr Cosve Suseey Cosr: Barz or Commiryes foracys 0F
Q0 00 a9 Fangal Prosazss Repgar BER S8 oo

Stupy Osyz77ivi: Evaluate Serial serum C&A levels and second look exploratory
Laporatomy as a method of detecting recurrent disease early.

Tocwiich f2or0yH: Patients at high risk of recurrence following surgery for
Colorectal Carcinoma are followed by clinical exam, routine blood chemistries,

and CEA every 3 months. When CEA rises complete re-evaluation for recurrence , (below’

Prosezss Tuztio FY 820 1ora) of 18 patients entered before Protocol closure 10/81
2 pts. have had pd and have expired. 2 pts. underwent exploratccy Laporatomy.

fusse o7 Sus2zers Siudtes:

0 lose
FY-32: ~ Toraw (0 patz): 18 Berorz ConeLerion oF Stupy: Sr058¢
Szrtous/Unzxezctzo Sinz Brezevs i Susviers Paaricieariis 1 Pacuzct(ie 1onz $9 STATE):
NONE :

Concrustons:  Inadequate follow-up ti me and number of entries to analyze
data.

PusLications o Asstracts. FY-82:

NONE
Technical Approach: (continued) including Paparotomy is under-

taken to determine respectability of recurrence.
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Datg:  10-2-82 Moax My fig,: 1677 Status:  Interis Fios 2

Starving Date: 9/25/79 __Dare o Cowterion:

Key Vioons:  Acute Leukemia ) ————
Titee ¢7 ProvicT: WRAMC # 7905~ Therapy of Acute Leukemia with low dose Adriamycin

infusion.
Princreal Irasricatoals): Raymond B. Ueiss, M.D. L
Assccrats livesrticaroa(s):
Faciuiry: WREMC Czpr/Svc: Hematology /Oncology ~ Dept. Of Med.
Aecerp arive FEOCAST Cosr: becvnarive Coutaact Cost: Foouacative Soaany Coste ‘ :
. i
00 | 0Q 00 _ |
FY-83 FEDCASS:  Cowreact Cosv: Sueey Cost: Parz o Covnris rosinep (50 !
0-6= 00 Qo0 Fawose Prozazss Reecar © - - i

TUDY O3UECTIVETo determine if kinetic alteration of the adminstration of Adriamycin

would change it's efficacy in advanced Leukemia patients previously failing Anthra-
cycline therapy

i TeeuicAaL foproacH: TRN dose infusions of Adriamycon 10mg/m2/day x 10d with possi ..
possible escalation if tolerated. With measurement of Adriakinetics and cell cycle
kinetics of Leukemia cells by FACS. -
Prosesss fuatis FY-82: Total accural of 5 patients . Study closed 10-81. No further
patient accural. To date all 5 pts. have expired, this ia a finalized report.

T YT

¥

Mussr o7 Susazers Stupizo:

FY-82:  © Toraw (ropate): 5 BeFore (oweLetion 07 STU¥:_ cjpged

Serausnsxeacten Sioz Errects 1 Su3dzers Paariciparias tn Posuzcr(is non: 53 sracc):
Severe Mucositis

ConcLustons:
=222 Date too sparse—~ no conclusion.

PusLtcaTions c2 £3stracts, FY-82:

NONE

PR, S S |
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Datz: 10/2/82 | Yook Unit Na.: 1678 Status:  [nreRIy Froe ¢

Starting Dare: 9/25/79 Pate oF Cowetevion:  10/82
Key ¥oRas: Merastatic Colo-Rectal Carcinoma

Time cr Prozcr: WRAMC:# 7914 - Metastatic Colo-Rectal Carcinoma

d J. Perrv, M.D.
PrinciraL lnwsticaroals): David J. Perry,

Assccrate Investicator(s):

FaciLivy: HRANC Depv/Suc:  Hematology/ Oncology - Dept.OF med
Accunrative ME0CAST Cost: Becerarive Conmract CosT: AccumuiaTive SuppLy Cost:
00 0a aQ
, Fr-83 PFEDCASE:  Conrnact Cost:  SuepLy CosT: Date of Comntree ferpova 07
: . 00 0C. [ Fasyss Prosazss Reeoat FEB 25 s
o TESESITETIrToeeSooTeesser Tmes S emnSsmSsSESTSIISrseeos - onmmeeoSeseoosToSos-Tiooosoooooeo ==
’ Stuoy Jsuzcrive: To investigate therapautic efficacy of Mof-Streptozotocin I

in Advanced measurable Colo-Rectal Carcinoma.

TECHH AL APPROACH! 5-Fouorouracil 300mg/m2//IV daily for 5 consecutive days, begin-
ning on day 1. Repeat every 35 days. Methyl CCNU 30mg/m2.po.dally for 5 consect-
ive days beginning on day 2. Repeat every 72 days. Vincristine lmg/IV push dayl,(be-

Pros:3s Durin FY-82: Protocol Closed ,10/8l. 53 patients entered, 50 evaluable Low)
5 patients alive, 48 patients dead.

o ———— T bt o S s e+

Nusza oF Susszers Stupizs:

FY-82: 0] ToraL (vo pats): 53 Berors Comevetion o7 Stusy: 53

: Szrious/Unzxezcten Sips Errects v Susuzcts Pazricieating i Pesuzet{is 152 52 sTars):
i NONE

Lonceusi2us: 2/50 (4%) CR, 9/50 (18%) PR CR+ PR = 22%. Of 40 patients previously
untreated with chemotherapy .10/40 (25&) responded. Median duration PR 122 days
(42 -490) CR 169 +466 days. Median survival responders 424 days., non-responders
141 days(P=0.03,,l0g rank ,moderately severe toxicity. About the same respomnse

rate and more toxic than 5FU alone. Need raﬁ:ﬁomized study to hetter assess
efficacy.

PusctcaTions c2 Aastracts. FY-82:

Submitted for publication to Journal of Clinical Oncology

Funds needed for reprints. 250.00 .

el

Technical Approach: (continued) repeat avery 35 davs. Strepto-
zotocin 500 mg/m2 IV weekly beginning on day 1. Two complete courses
should be given to fully evaluate efficacy of regimen. If there is
progression of measurable disease after 2 courses or any time there-

after, the patient is removed from protocol and followed for survival
information.

Lo b e d
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Darz: 10/2/82 | viaac Uuer fin.: 1679 o \Stamws: dnrerin Fis X
Staatiig Dave: 10-79 N _Dug oF Comerevion: 1081 o
Key om0s: Melanoma,, Colon and Gastric Cancer

Tine c7 PROJICT: WRAMC :# 7907 - Use of Methyl CCNU in the Treatment of
Melanoma Colon , and Gastric Cancer

. Weiss, M.D.
Princiaal [rvesricator’s): Raymond B. Weiss,

Assccrate lavesticaton(s):

Facnrry: WAL L Depr/S:  Hematology/—Oncology-= Dept. Qf Med.
Aecurative FEDCASS Cost: Roctsueatove Conmract CosT: Foauearive Suepy Coste
00 00 00
Fr-83 20CAST:  Conpracy Ceoat: SupeLy. fosT: Dare cr Comutyss feraova 02
ﬁ&_ 88 06 Famuae Prosezss Reecar FEB 25 1983

Stuay 934z¢Tivi:The Nitrosoureas (BCNU, CCNU,Methyl CCNU) are a group of ration-
Iy synthesized anticancer agents, their mechanism of action is unknown
al { i

TECHAICAL A2PROXCH: Methyl CCNU (Semustine}: 20Q mg/m2 po every 6-8 weeks.

Prosazss
and 3 s

Lu2ins FY-82: To date 6 patients have been entered. 3 have expired
till have stable disease, Protocol was closed 10/81.

fiusza oF Susuzcis Studies:

FY-82: o ToraL (vopate): ¢ Beromz Comererion 67 STUsv: Cloged

Szatcus/Unsxrzcren Sinz Crreers it Suzdzevs PaTiCiPATIG 1it Prouzct{iF 15us 53 sTATs):
NONE

Conerusos: Methyl CCNU has some efficacy in patients previcusly refrac-
tory to other agents.

PusLICATIONS 02 As3TRAcTs, FY-82:
NONE

Study Objective: (continued) they have high lipid solubility

and are known to cross the blood-brain barrier. They are highly
active cytotoxic agents in a number of animal tumor systems.
Clinical studies with Methyl CCNU have been ongoing since 1971,
Methyl CCNU has shown activity as a single agent in the treatment
Melanoma. Minimal activity in colon and gastric cancer, has been
seen with Methyl CCNU as a single agent, but in combination with
3-FU some trials reported the efficacvy is increased.
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Darz: 10-2/82 | Woak Lurr 1680 Status: Iwremim _ Fina, X

_Svarting Dare: 10-79

P of Comzricn:  10-82

Key iomos: Islet Cell Carcinoma of the parftreas and Metastatic Carcinoid.

TitLe ¢F ProsicT: WRAMC # 7908 Use of Streptozotocin in the treatment of
metastatic Islet cell Carcin oma of the pancreas and metastatic carcinoid.

Painceaan lrvesiicaror’s): Raymond B, Ueiss , M.D

Asscciars livestreara{s):

Facitivy: W50 Drer/Svc:  Hematologv/ Oncodogy -Dept. Of med.
Accurna Aviva FE0CASE Cost: Accuriariva ConvracT Cosr: Eocumiative SupeLy LosT:

a0 ag
Fr-83 Z0CASE:  Conteact Cost: Supeey Cost:

Q Qaa aag

Study D34zCTivi: Streptozotocin has shown a great degree of effectiyeness in met-
astatic Islet Cell carcinoma of the Pancreas and metastatic carcinoid. Clinieal
o= —SEE below.
Tuniicil A2PROVH: Streptozotocin is available ror intravenous administration only.
Both a five day intensive course regimen and a weekly regimen have been widely

emploved using this drug, with current favor given to a schedule of 500mg/m2 IV over

Prosazss During FY-82: Four patients were listed on this study. All havedied while
on therapy. no furtherpatiens have been entered. This is a finalized report.

fluser oF Susuzcrs Svudias:
4
FY-32: Tora. (ra pate): __ Berorz Coverevion o7 Stusy:_ closed

SzrtcuarUnzxezcran Sivz Errzers i Susszers Paaticiparing in Prouzcr(is fiovs s3 STATE):

Significant neausea in all pateints. One patient dJdaveloped severe
Concrtistons: TMusositis.,

NONE

PuaLicaTions o2 AssTeacts, FY-82:
NONE

Study Objective: (continued) responses have been reported in
patients with malignant islet cell tumors. Streptozotocin vields
an overall response rate of approximately 70%. Even if an
objective response does not occur.

Technical Approach: (continued) Bolus daoj;u x 5 everu 6 weels/

The weeklyvy schedule has usually been 1 mg/m2 x 4 weeks.




DISPOSITION FORM

i Far use of this form, see AR 340-15. the proponent agency is TAGO.

REFERENCE OR OFFICE SYMBOL SUBJECT
HSHL~-MH WRAMC #7903 Protocol #1680
TO Dr Timothy M. Boehm FROM Raymond B. Weiss DATE 8 0Oct 82 CMT 1
Chief, Dept of Clin Inv Med/Onc

WRAMC Protocol #7908 was a '"conveanience" protocol for use of the drug
strepozocin which was one of the group C drugs supplied by the NCI. This
drug has now been approved by the FDA for marketing and thus there is no
longer any need for a protocol #7908 is now officially closed,

RA(;OND B, WEISS

Chief
Section of Medical Oncology

Title of Protocol: WRAMC #7908, Use of Streptozotocin in the

Treatment of Metastatic Islet Cell Carcinoma
(Group C Drug).
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Dare:10-2-82 Wosk Guir fio.: 1681 Status:  InTentm Fira, X

StarTins Dave: 10-79 Dare ¢r Comevnrion: 10-81

Kev lopas: Leukemia in Adults and Children
TiTLe cF Proszct: WRAMC # 7909 - Use of Danuomycin in the treatment of ALL, AML,

a1 other Leukemias in Adults and children.

Painciaar [rvegricarorls?: Howard Terebelo, M.D,

Asscciate Imvesticarsals):  Ra Weiss, M.D. Chief Medical Oncology
Faciuity: WAL Depr/Sudlematology/Oncology— Dept. Of Med.

Accupative FEBCASE Cosr: Accurmative Coiivract Cost: [ AccumuiaTivz Suoey Cost:
00 QQ 00
Fy-83 iEDCASZ:  Cowrnact Cost:  Sueevy Cost: Darz o7 Comtitrzs Fempovar 0+
—00_ a0 a0 Fanyae Prozezss Reporr FER 2 5 19g3

-— ———— gy g g g g g g g Sy

Stuny QSJECT;‘.’E: Danuomycin is known by several other names. For information purposes
they include Danuorubicine, Rubidomycin, C, Cerutidine and NSC 82151.

TEcriicae A2PR0ACH: the currently recommended dosage of Banuomycin when it is used as 5
a single agent is 60mg/m2 day 1 IV for theee Days. the course is usually repeated at :
intervals of three ;¢ six weeks, depending on the status of bone marrow mnd periphera
Brombss [uaiis FY-82: [counts.., [ prog: 6 patients entered in 1980-81 - 4 died/

1l patient is too early: 1l patient is alive with M2 marrow (Partial Response),
Study élosed 10/81.Prior to it's closure, a total of 6 pts. were entered. to date all

Mymzr 97 Suzuzcts Stupien: [ this fs a finalized report. [expired) ‘
FY-82: 0 JoraL (to pate): 6 Bzrorz Comeretion o7 Stusv: closed

Szrious/Unsxezcren Sips Errects 1n Susuzcts PaaticipariiG im Prouzet(is pouz §3 sTats):
NONE

CoMcLysians: This agent DNR is of proven efficacy for Acute Leukemia. It provides -
availability in those patents refusing or ineligible for CALGB studies.

PusLicATiONS 02 AssTracTs. FY-82:

NONE
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Datz: 10=2-82 | Yok Lutr .. 1682 Starus: Interis x  Fia
Starriig Darg:  10-79 Date or ComieTion:
Key Voegs:  Acute Granulocytic Leukemia in Adults and Children

TiTe cF Peoszcr: WRAMC # 7910~ Use of 5 azacytidine in the treatment of
Acute Graunlocytic Leukemia in Adults and Children.

Parnctaay lavesricaroals): Raymond B. Weisgs, M.d.
Asscclave liwvesTicarar(s):

Faciivy: WRAC Depr/Svc: _Hematology/ Oncology -Dept.Of Med.
Accurr_atve FEDCASE Cost: becuun AT (ve Cenmract CosT: hecusuative Supey Cost:
00 00 00
FY-85 #EDCASE:  Cowtract Cost:  SuseLy CosT: Oate oF ComTies Foprovae, O .
00 a0 00 Fanuae Prosrzss Repcar Pab 25 wwn

o —— o " 2 O e o 0 o S e

Stupy d34zcTivE: At tis point in time , 5-azacytidine has demonstrated clinical
effectlveness for tha induction of remission in Acute Granulocytic Leukemia of

> pravio kemia drugs.
TECH" AL ﬂ"??o oH: [ pronse rates fn solid tumors and other types of Leukemia have
See Back; [not been great enough to warrant the use of S-Azacytidine, (below)

Prosrzss Duaing FY-¥7: No patients entered, Study remains open, but no further patients
have been entered., Both of the patients previously entered have expired.

flumssr oF Susdzers Stupien:

FY-82: © YoraL (ro pate): 2 Berors Coverevion oF Stusy:

T A w3

Sertous/Unzxescren Sios Errects 1n Suzszers Paaticieating i ProuzetT(iF o6z 59 STATS):
NONE

Conctusions:  s-—pzacytidine is effective in 30% of Leukemia, no response documented
in 2 patients here. It remzins an effective agent it should be available for
refractory patients.

PUBLICATIONS 02 ASSTRACTS. FY-82:

NONE

Techical Approach: (continued) 150-200 mg/m2/day intravenously
for 5 days as a rapid injection. This drug course can be repeated
every day 14-15 days, depending upon recovery from mvelosuppres-
sion and the bone marrow findings.

-
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Datg: 10-2-82 | ok Unir th.: 1683 Sratus:  InTerin Fio X

Startiig Date: 10-79 Dare ¢ ComeLeTioNn: 10~-82

Key Wosos:  L-Asparaginase in treatment of Leukemia in Adults and Children

TITLE ¢ Prouzct: WRAMC # 7911 - Use of L- Asparaginase in the treatment of Acute
Lymphoblastic Leukemia in Adults and Children

PrircrraL Investicatoris): Howard Terehelo, M,D
Asscctate luvesticator(s):  Raymond B. Weiss, MD.Chief of Medical Omcology

FaciLrvy: WA Derr/Svc : Hematology/Oncology—=Dept, Of Med,
Acourrarive FEDCASE Cosr: Accuma ative CoiTract Cost: AccuvuLative Suzpry Cost:
0Q ga ag
FY-83 FEDCASE:  Contmact Cost:  Supepy Cost: Darz o= Cawuities Forrovar OF
—0a 0Q Q. kanpaL PRozazss ReporT FEB 25 1983

Stuov d3JzcTive: Erwina Cartovora Asparaginase is an antigenically non-cross re-
active Asparaginase. It has activity comparabhle to that of the E, Coli preparation
in both animal tumor systems and in Puman ALL. Compare with E.Coli Asparaginase its

TecunicAL AsproacHi toxicity fs qualitatively and quantitatively the same. Therefore
[ this drug represents an alternative to E. Coli Asparaginase in
See below. [those situations where repeat coursed therapy are required or where

Prosazss Duains FY-Shallergic reactions force the discontinuance of the E, Coli prep-
Taration.

See below.

tumser oF SusuzcTs Stupten:

Fr-82: O Tora (ropate): O Bzrors ComeLeTion 07 Stusy: Closed
Ser1ousnzxpecTen Siog Errects v Susuzers Paaticipatias I Prouzct(iF nons 5o sTate):
NONE
MCLUS [ONS:
ConerLus 3 NONE

PUBLICATIONS 02 ABSTRACTS. FY-82:

NONE

Technical Approach: (continued) Intravenously 1,000 IU/m2 per day
x 10-20 days. Intramuscularly 6,000 IU/m2 T.I.W. x 3 weeks (9 doses).

Progress During FY-82: No patients entered at WRAMC since this
protocol was opened. It was subsequently closed 10/8l. This is a

finalized report.
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Dare: 10.2.82 | Mosk UniT No.: 1684 Status: INTERIW Froog, X
Sraarirs Dave: Oct. 79 Dare oF ComereTion: 10/82

Key Voras: Ovarian Cancer

Tite ¢F Proszct” WRAMC # 7912 - Use of Hexamehtylmelamine in the treatment
of Ovarian Cancer.

Princtaar luvesticator(s}: Raymond. B. Weiss, M.D.

Asscciave Investicator(s):

FaciLtvy: HRANC Depr/Svc: Hematology/ Oncology - Bept. Of Med.
Accusarative 1EDCASE Cost: Accrwative Camract CosT: Aecumuative SupeLy CosT:
00, 00 I « B
FY-83 FEDCASS:  Cowreact Cost:  SuseLy Cost: EAT‘E o.‘PCo: MTTEE AerravaL OF
00 00 0Q AL ProsRzss Repcat m_&uga

Stupy Q342CTIVE: Cancer of the. ovary is the tumor in which HMM has heen shown
to have a definite antitumor activity.

P

TECHHI AL APPROACH: 57 days (8mg/kg day) on and 21 days off drug.

Pros2:zs Duains FY-82:  Therapy should be stopped in the presence of severe leukopenia
(less than 2,000/mm3 ) or severe thromo-cytopenia (less than 75,000/mm3) ,

This ig a finalized report.
at3e2 o7 Susszcis Studres:
FY-82: 0 Torae (70 pATZ): 0 Berors Covererior 07 Stusy: Clesed
S:21555/UnzxeecTed Sinz Ereecrs v Susuzets Paarictpattins 1 Pasuzer(iz 10Nz 53 sTATE):
NONE
AC-A R SAS AN o ) o
NONE

Fuscizaricns o2 Asstoarts. FY-S2:

Aot wukn: . L




Date: 1072782 | Mosx Untv Bo.: 1485 Status: Intemin g Fros

Srarvuis Dave: 10/79 Date o ComereTion:
_Key Voeos: Small Cell Carcinoma Lung

Tine cF PROJZCT: WRAMC ;# 7913 = Use of VP-16 in the Treatment of Small
Cell Carcinoma of the Lung,

Prirvciaar lvesticaroris): Raymond B. Weiss,M.D.
Asscciate Investicaror(s):
FaciLity: WAL Depr/Svc:Hematology/ Oncology ~ Dept. Of Med.
Accumurative FEDCASE Cost: Recummnarive Caiimract Cost: Accumuative SuppLy Cast:
00 00 00 -
FY-83 VEDCASS:  Cownrmact Cost:  Sussry Cost: Bate oF Cormitree feeroval OF
00 00 00 Fanuag. ProsR3ss Repcar ppp o 51082

Stuo 0BJECTIVE: VP-16-213 has produced parpial respgnses 4
Treated patientswith a frequegcy 11:§ang:b:lig Erom 6-??82“?35 tfg. E{E&‘a’%ﬁe"ﬁpof small
c ] that its use{below

TECHN:iCAL APPROACH: yP-16 213 should be administered intravenously over a 30-
minute period. Two dose schedules have been used successfully. 60mg/m2/day x 5 = (belo
= day 1,3,5, every 4-5 weeks., The exact interval between

Prosezss Duairs FY-62: ¢ patients have been entered and all 6 have expired.

Muser oF Susszets Stupien: H

Fr-g2: O ToraL (vo patz): 6 Berore ComeLeTion o7 Stusy: 30

Serious/UnsxeecTen Sios EFFects v Susuzets PaaricipariiG i Prouzcr(iF pons s STaTe):
NONE

Concrustons:
=eemen Inadequate number of entries for evaluation. Recommend protocol
be kept open for future patient entry.

PUBLICATIONS OR AssTracTs. FY-82:

NONE
Study Objective: (continued) should be limited to patients refrac-
tory to "standard therapy" for this disease. Experimental data 4

suggest that the response rates produced in previously untreated -
patients may be considerably higher.

Technical Approach: (continued) subsequent courses are modified

depending upon the time required from toxic manifestations.
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Darz: 10-2 82 Woax Lugt No.: 1686 Status:  InteRIM Fioa. x

Staatig Date: Date of CoereTion: 81
Key boros:  Hodgkin's disease or NHC

Time c7 ProsscT: WRAMC # 7915 - Prevention of Gonadal Damage in Women treated
with combination Chemptherapy for Hodgkin's Disease or NHC.

Prircieac [nvesticarorls): Raymond B. Weiss, M,D.
Asscctate InveSTIGATOR(S):

FaciLivy: WAL Depr/Svc: Hematology/ Oncology— Dept. Of Med.
Acasaravive FEOCASE Cosr: hecumaative Conract CosT: hecuwiative SuepLy Cost:
0Q aa [#]0]
FY-83 FEDCASE:  Cowntract Cost:  SueeLy CosT: Date o7 CamitTres AeerovaL 0f
00 _ 00 00 Fnyas PROSRZSS REPCRT EER 9 yc -

Stuoy J3uzctive: To protect women from Ovarian failure 20 chemotherapy for
Hodgkin's Disease or non~ H_D ,Lymphoma.

TECHWICAL APPROACH: Randomize to receive combined oral contraceptives or serve as
a control with no hormonal agents during chemotherapy.

ProsRzss Duriiis FY-82: Study closed. No patients entered. this is a Finalized
report.

Nussa oF Susdzcts Stupien:

FY-82: O Tora. (70 pata): Berore CometeTion 0F STusY: cloged
Sertous/UnsxezcTep Sioz Errects I Susszets PARTICIPATING I ProuzeT(IF 1oNE SO STATS):

NONE
Concrusions:

Principal Investigator was reassigned. Study will no longer be con-
tinued here at WRAMC.

PUBLICATIONS 02 ABSTRACTS. FY-82:
NONE
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Dartz: 10-2082 Hox Uner No.: 1687 Status: InteriM  x  Froow
Startuis Dave: 2/80 Pave oF ComeLeTION:

Key tomos: Methl G for Head and Neck Carcinoma
Tine of Proscct: WRAMC # 8002 - Phase 1L evaluation of Methyl Glyoxal ,Bis-Guanyl
Hydrazone €Methyl -GAG) in advanced Esophageal Carcinoma , Head and Neck.

Prircieal lnvesticator(s): David Perry, M.D
Asscciate InvesTiGatoR(s): WJ Medical Oncology
FaciLivy: WRAC Depv/Sv¢: Hematology /Oncology. = Dept,Of Med.
Accu‘-m.aﬂvgof&'DCASE CosT: Accww_Anvs QCG::TRACr CosT: Accuwua_éz) vz SupeLy (CosT:
FY-83 iEDCASE: Covrmact Lost:  Sussry CosT: Date of Cormitree Feerovay 0F

"%“6& Bo 0Q Pamyae. Prosezss Repcrt EER 25 1987

Stuoy Osuzcrive: To define the response rate and remission duration utlizing a
weéekly schedule of Methyl-GAG in patients with advanced Esophageal Carcinoma.
Hea <

TECHHicAL APPROXCH: Methyo ~G 500mg/m2, to be given as an intravenous infusion
in d5+ or normal saline over no less than 30 minutes, into a freely running IV,

Prosa:ss [uais FY-82: 26 patients entered total. 9 during 82. Head and Neck (22-

luable patients) .2/22 CR, 8/22PR, CR+PR = 41%Z median duration of remission
(layadgyas gegian sur\)riva.{g BQ’day modérately severe nausea and vomiting and anemia,

Nz oF Susuzcrs Stuprep (Improved with 82 week schedule. Patients with lung cancer (2)

[ and eso eal cancer did not respond.
FY-82. 9 Tor L) = CIOPCET IO O Y Closed
Szrious/UnexeecTeD Sipe Errects n Susuzets Paaviciparing 1m Prouzet(iF mons s sTATS):

NONE

Concrystons: Methyl G has actiyity in head and neck cancer. The study is closed.

PusiLICATIONS 02 ABSTRACTs. FY-82: >resented in abstract form at Army - Hematology -
Oncology meeting Feh. 82. Paper submitted for publication to Cancer Treatment Reports

Need $150.00 for reprints.
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Sl \- u D-T: 4-‘80 D.‘J (r CU““' TlL l

¥zy loos:  Advanced Testicular Capcer
T T OF FedJiCT:WRAMC # 8003 - Treatment Of Advanced Testicular Cancer
With VP1l6-213

1

l2/05T(2ATSR'SY: Raymond R. Weiss, M.D.

Asscerate Liwvestrearsr{s): H. Grant Taylor, M.D.

Frimcioac

Faciuity: WREYE Depr/Svc: Hematalogy-/Oncolm -Dept. Of Med.
Booumo avivs u_CCh Cosr: Fecumaatova Conmract CooT: Fecumuative Suppey Cost:

0 Q Q
Fr-85 202038 Cournect Cost: Susaey Cost: Datz or CorviTyee mpsw& 8

a a a Frwgpl PRoiazss Repcat 25 1983

e e e e e e e A T e e e e e R e S e SRS S S SRS ===

STasy 930CT12!  Byaluate activity of Combo/Chemotherapy fn RX of Advanced
non-seminomatous germ cell neoplasmas.

TErM I CAL SFRD I

Cytoxan, Velban, Actino-D, Bleo, DDP, VP-16, VCR,
IV q 6 weeks.

Peoues s Doun P62 24 patients entered on siudy, one of whur was a protocol
violation. All patients have achieved a partial response. There are 11 complete

&mw.mmmwmmwe - (beiow)

s o Toaszeis Stuoiw

FV—':’_’:_]Q Totan Cro DAl 94 Bzrors CometETiON OF Siuav: . 5Q

Sirtous/ s cieren Sipz Ersscts i Susszars Partizipariis 1 Pasuzct(IF nong €3 STATE):
NONE

Coimrsstons

Too early for conclusions.

FustCATLONS €2 fssTracTs. FY-82:

NONE

Progress during FY-82 continued: been 2 deaths in patients with
advanced disease.




Dave:10-2~82 | Womk Uit Mo.: 1691 Status: _Interin Fow y ,
Staaties DATE: 380 Date of ComeLETION: 10-82 ‘
Key Horos: Monocyte, Sarcoidosis )

Time cr ProsEcT:

WRAMC #8004 Monocyte Function in Peripheral Blood and Bone
Marrow in Patients with Sarcoidosis

PrircioaL Investicator(s): LTC., H. Grant Taylor, M.D,

Asscciate Iavesticator(s): Raymond B. Weiss, M.D. y

Faciuivy; WAL - Deptr/Svc: Hem/Onc. Dept. of Med.
Reararative VEDCASE Cosr: Becmaative CoimracT CosT: Accwasarve Suepey Cost:
00 00 : 00
' FEDCASE:  Contmact CosT:  SupeLy Cost: Dave oF Comitree Approva. OF
Fe Q@ 8:) 00 Foowm. PROGRESS REPORT

Stuoy OsecTivel. Demonstrate methods of evaluating peripheral blood momocyte activation.
2., Demonstrate relationship between BM phagocytosis and monocyte function.

TEoHa:ic APPROACH: Numerical evaluation of phagocytic activity in .bone marrow aspirates
to be correlated with Mitogen transformation potention of peripheral blood monocytes.

Proszss Duains FY-82:
No further patients have been entered, Study has been closed to patient entry 10-81.

sz oF SwaszcTs Studisn:
Fy-2¢ O ToraL (vo pate): 3 Bzrors ComeLerion oF Stusyclosed

SzatcusUnsxzcren Sios Erssers 1 Suauzers Paaviciparing 1 Provzer(17 oz $D STATS):

None .

; Cosee J310n; Ihe technician involved in assessing monocyte activation was transferred to
~—— —another area and no data was gathered on monocyte activation. A retrospective

review was made of bone marrow specimens performed on patients with sarcoidosis. Bone

marrow phagocytic activity is increased in some patients with early stage disease,

A e g e T e P AR VEORE ATV

PUSLICATIONS C2 ABSTRACTS. FY-82:
Bone Marrow Phagocytosis in Sarcoidosis. Arch. Intern. Med. 142:479:1982
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Datz: 10/2/82{ Woex Untr No.: 1692 Status: IntemiM X Fuew
StaaTiig Dare:  April , 1980 Dare_or CovereTion:

Key lopos:  Sodium Salt of Allopurinol to Control Hyperuricemia.
Tite ¢ Prouzct: WRAMC:# 8005 = Use of Sodium Salt of Allopurinol to control
Hypericemia in patients with no therapeutic Alternative. (Burroughs Wellcome

Protocol No, 78-099).

Pauncioa. lnvesTicator?s):  James Wilson, MAI. MSC
Asscciave livesticarox(s):  Raymond B, Weiss M.D. Chief, Medical Oncology Service

FaciLivy: WR&AC Dept/Svc: Hematology/ Oncology = Dept. Of Med.

Accusmarive FEDCASE Cost: Fecurwaarive Courract LosT: Fecuan arive Suppry Cos7:
00 00 00
FY-83 FEDCASS: Conroact Cost:  Suaepy Cosr: Date oF ComitreEz Feerovyy 07
g_?_}’_ 0o "0 Famus Prosazss Repoar ?t@ 25 1983

Stuoy D3uzcTivE: Determine efficacy of Sodium Salt of Allopurinol in the RX of
lgyperuricemia patient’s for whom Allopurinol is required and for whom oral
ntake is ressricted

TecwnicaL APPROACH:

IV Allopurinol 40~150mg/m2 every 8 hrs.

Prosaiss Purtis FY-82: Three patients entered on study. Drug was effective in
three patients.

fiwasa 97 SysszcTs Studien:
FY-82:. 2 i Toraw (ro pats):__g8 Bzrorz ComeLeTion o7 Srusy:

Szrrcus/Unsxezcrep Stpz Ersecys in Suagiots Paaticieariis 1o Pnouzer(ir ponz $9 sTATS):
No serious/ unexpected side effects.

LOELRI0N: A ereatment protocol to make availabel an investigational drug.
the use of the drug was effective in all cases.

PusLicarions ox AssTeacts. FY-82:

NONE

Knaf orwo e




Dare: 10/2/82 Womx Uner No.: 1693 Stavws:  InTERIM v Fiea
Srarrits Date: 5/80 Date oF CoweLeTIiON:

Key Viorps; Oral Candidias:[g Prophylaxis
Tine cF ProuzcT: WRAMC:# 8006 ~ Clotrimazole Prophylaxis of Oral Candidiasis.

Princioal InvesTicator(s):  James Wilson, MAJ. MSC

Assoctate ImvestTiGatoR(s): JJTMJMW_ME
Sfacniry: WAL | Depr/Sve: Hemarology/ Oncology = Dept. Of Med,

Accumar ative PEDCASE Cost: Phecumative Coiiract Cost: Accwwative Suepry Cost:
QQ Qa . 0Q
' FEDCASE:  Comtracy Cost:  SuppLy Cost: Dave oF ComiTTee AeprovaL OF
Fr-&5 | 0Q 0Q aga Awwpp. Procrzss Report

va__i_sds_clu'g: 1. Determine the efficacy of Clotrimazole as a prophylactic RX
for oral Candidiasis.

TECHicAL APPROACN: pouple Blind study: Clotrimazole troches 10mg vs. placebo
troches. .

Prosazss Durins FY-82: 13 patients entered on study to date. and 1 in 82,

twssrR o7 Susdzcts Stupien:
FY-82: 1 ToraL (10 pare): 14 Berore ComeLETION OF StUdY: 50

Serious/Unsxezcrep Sioz Errects n Susszcts Paaticiparing 1 ProJzcT(17 roNs §9 STATE):
NONE

CoveLusions: oo few patients entered to date to evaluate results. Also, code
not broken on drug identity. Another protocol had hfgher priority for these
patients, Expect to resume protocol %/1/82

PusLICATIONS 0R ABSTRACTS. FY-82:

NONE
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Dare: 10/2/82 | yioak Uutt No.: 1694 Status: Intemim X Freca,
Startiii Dave:  5/80 Dare or ComeLeTioN:

Key bcras: Oral Candidiagis Treatment Clotrimazole
TitLe cF Poouzcr: WRAMC:# 8008 ~ Treatment of Oral Candidiasis with Clotrimageole

PrimcieaL luvesticaror{s}: James Wilson, MAJ, MSC
_Assocrate Investicator(s): .
FaciLity: WA I Depr/Svc: Hematology/ ONCOLOGY _ Depte Of MED.
Accurative FEDCASE Cost: Fecumsative CowtracT CosT: Accumn_ative Suppry Cost:
_ 00 00 00
FY-83 FEDCASS:  Contract Cost:  Supeiy Cost: Dare oF CormiTree Appaov&él.:
00 __ 00 _ Q0 _ Faawar. PRO3RZSS REPGRT 25 1983

Stuov O3uzctive: Determine efficacy of Clotrimazole in the treatment of Oropharyngeal

Candidiasis.

TECHNiCAL ASPROACH: Clotrimazole troches l0mgm 5 x day/ 14 days

- Proseess Duaric FY-82: Four patients entered in FY-82 . Three successfully treated
One patient withdrew on day two of study., due to Physician pressure, not to part-

lection incomplete on 1 patient.
flwser oF SusJdzcts Stupien:

FY-82: 4 ToraL (70 pare): 4 Berore ComsLeTION 0F Stupy: 50

Seziws/UnsxpecTep Sibs Errects 1 SusJzeTs Paaticipating 1n Prouzct(i7 #oNE SO STATE):
NONE '

ConaLustons: moq few patients entered to date to evaluate results.

PusLicaTions o AsstracTs. FY-82:

NONE
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Dave: 10/2/82] Wogx Wty Mo.: 1495 Status: [nterim y  Fuow

Staqri:s Date:  5/80 Date_of Comrerion:
Key }ioros: Oral Candidiasis Faflure Clotrimazole Study.

Tite cF ProsscT: WRAMC:# 8007 - Clotrimazole treatment of Oral Candidiasis
in patients who fail the Clotrimazole Prophylaxis Study.

PaincieaL InvesTicator(s): James. Wilsonm, MAJ, MSC

Asscctate luvesTicaror(s):  Raymond B.WM@__

Faciivy: WAL Depr/Svc: HEMATOLOGY Oncology = Dept. Of Med.
Acaswrarive FEDCASE Cost: Recumaarive Coimract CosT: Accuvun_ative SuepLy CosT:
00 0o 00
tmkacc" ; Contract CosT:  SuppLy : Date o ComiTree FeerovaL OF
Fr85 | o 0c8 80% J I PeosassstRepoar

Svuny 03JECTIVE! pyajuate efficacy of Clotrimazole RX of Oral Candfdfssis in
patients who fail Clotrimazole prophylaxis study.

TECHH: AL APPROACH:

Clotrimazole troches 10mg 5x da/l4 days.

Preazess Duzins FY-82:
for 82

3 patients were entered in FY 81 .No patients entered

Nuaer 27 Susyzcrs Stubied:
Fy-82: 0O ToraL (10 pata): 3 Berore CoweLeTioM 07 Stusy: 50

Sentcus/UnsxazcTed Stos Ersects in Susszets Paarictpatins v Proszct(17 novs 5o sTATE):
NONE '

Couctysions: oo few patients entered to date to evaluate.

PustLicATIONS 02 ABSTRACTS. FY-82:

NONE
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Date: 10/2/82 Yosx UniT Bo,: 1696 Status:  InTERIM Fua, X
Startiis Dave: 8/80 Date oF ComereTioNn: 10/ 85

K=y Vionns: Fertility and Sexual Function Study

Tine cF ProyzcT: WRAMC # 8009: Evaluation of Fertility and Sexual function
in men with non-lymphomatus malignancies , non-malignant chronic Illness

apnd normal health.

PrivcizaL Investicaroa(s): Raymond B. 5 aiss, M.D.
Assccrate lmvesticaror(s):

Faciivy: WA Depr/Svc:Hematology/Oncology ~ Dept. Of Med.
Acaun ATive VEDCASE Cost: Accusan aTive Contract Cost: Accusuative SupeLy Cost: L
0Q oq 00
FY-83 FEDCASE: Cowtmact Cost:  Supery Cost: Dave oF CormiTree Ferrovar OF
00 00 a0 Powus( Prosrzss Report FER 25 1983

Stupy OsyzcTive: Determine presence or absence of sexual 'fertili:y
disfunction in men with untreated H.D.

TEQiCAL RPPROACH: Semen analysis prior to HCG stimulation testing.

Prosasss Dumins FY-82: study was closed 10/81 . No patients were ever
entered on this study. this is a finalized report. !

Hwser oF Susszcis Stubied:

Fr-g2: O Tora (10 pate); O Berore CowreTiov oF Srupy: C108ed

Sertous/Unsxpzcten Sioe Errects v SusuzcTs PaaTiciearing in ProuzcT(1F noNe so STATE):

NONE - . »
CoverLusons:

None

PusLICATIONS OR ABSTRACTS. FY-82:
NONE
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Date: 10/2/82 | Hosk Guir No.: 1697 Svavus:  IntemiM_ v Foea
Staariis Dare:  11/1/8) DATE oF ComoLETION:
Key Yoros:  Hmmolytic Anemfa in Runners '

Tine cF PROUZCT: WRAMC: # 1697 ~ the Mechanism of Hemolytic Anemia before
and after a Marathon Run ,

Prirciaar Isvesticatoals): Louls F, Diehl M,D,
Assoctate Tavestrgaror(s): Ray mond B, Weiss, M.D. Chief Of Med{cal Oncologz.

FaciLivy: WRA'C DEPT/SVC: Homa tolognl Onec ofP —Peni-Of-Med
> z JEOCASE Cost: Accumative Coiimract Cost: Accunu_aTive SuppLy Cost:
Accz.mnvbbcﬂm Cost Oco 3 L e S
FEDCASE : racT CosT:  Suppy Cost: Date oF CamiTies Feerovay Q7
e _ CQVTW(:)B T a0 ° hoowypt. Prosrzss Repcrr ?Eg 25 1983

Stuoy O3yecrive:  this study will determone the presence, ‘degree and etiology of the
Iow hematocrit seen in long distance runners.

TECHH:iCAL APROXCH:  the presence and degree of anemia will be determined by measuring
the HB, BILI, LDH, heptoglobin and serum free hemoglobin in long distance runners.
during a marathon, WMLBL&UMM_&M for missing
Pros2z3s Duaine FY-82: or abnormal proteins,

This study was completed on the first 8 subjects,

tsga o7 Susuzers Stupiso:

FY-82: 8 ToraL (o pate): g Berorz ComereTion o7 Stusy: 15
Sericus/Unz«2zcTeD Sipz Errecrs in Suaszers Paavictparing 1n Proyzer(is movz $9 STATS):
NONE

Concrusions:

PusLICATIONS OR ABSTRACTS. FY-82:

NONE
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DISPOSITION FORM

Por use of this form, 300 AR 340-15, the prepenent sgengy is TAGCEN.

REFERENCE OR OFFICE SYMBOL SUBIECT
HSHL-MH Rerly to reviewer of Clinical Investigation Service
Annual Report .
DATE . CMT1
o C, Clin Invest Svc FROMC, Hem-Onc Sve 10 Dec 1982

1. Maj Rinke requested to know why we have not closed the study after .the
completion of 8 subjects (WRAMC # 1637 - Hemolytic Anemia in Marathon Runners)
The reason the study has remained open is related to the findings in the first 1
eight subjects. It was found that there i1s a decrease in band 4.1 of the RBC
membrane. Since we are investigating the cause of RBC destruction and since this
band has been inplicated in RBC membrane stability, it is correl-.ated. We are now
investigating the reproducibility of this phenomen in the test tube. Because the
laboratory portiion of the study is still ongoing, we have elected to continue

the study.

| s . ATLRL
Louis F. Diehl, MD

MAJ, MC

Hematology-Oncology Service

= ANy

T 3% e Ty =
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Darz: 10/2/82 | Vosk Untr No.: 1699 Status: Intemim X Frow
Srartiis Dave:  9/80 Date oF CoveLETION:

Kev loros: Delta— 9= Tetrahydrocannabinol for hiausea and wvomiting by antjneoplastic

TIme cF PROJECT: ypavc.# 8010 - The use of Delta=9-Tetrahydrocannabinol £okCNEERLa
and Vomiting induced by Antineoplastic Chemotherapy.

. MsC
Princiea. lavesTicator(s):  James Wilsom, MAJ. MS

Assocctate ImvestiGatoR(s): Raymond B.Weiss, M.D. Chief ,Medical Oncology Ser.

Faciiry: WRAYC DepT/SvC: gamatology/ Oncology =dept. Of Med.
Accwuunvg on‘EDCASE Cost: Accwmrwgo(lozmacr CosT: Accuruar ‘3’8 SuppLy Cost:

' :  Conrract CosT:  Suepry Cost: DAfE o Comtrree AeprovaL 0
FY-83 FRAs "00 6 Ewpps. PROSRZSS REPGRT

Stuoy 034ECTIVEYNR evaluate efficacy of THC in control of nausea and voniting

induced by ang{ineoplastic chemotherapy.

iCAL APPROACH: ‘
TECHNiCH, Administration of oral capsules of Delte-9 - Tetrahydrocannabdnol

as supplied by the National Cancer Instituite under Class "C" guideline.

Prosesss Duain H% not effective clinnically in any patients to date(preliminary

observation ). All data not reviewed to date. 2 patients entered.

Muaser oF Suaszcrs Stubiep:

Fy-82; 2 Tora. (70 pate): 2 Berore ComeLETION OF Study: dpen study

Ser1ous/UnexpzcTep SiDE Errects In Susszcts Paaticiparing 1t Provzct(is nione so sTATS):
NONE ’

Co¥eLusions: Too few patients entered to date, Oral dose in protocol may be too

low to acheive desired antimetic effects.

PUBLICATIONS OR ABSTRACTS. FY-82:

KONE
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Darz: 10-2-82 | yioox Buer Mo.: 1600-81 Status: Ikteriw X Fioae
Startiis Dare: 1/81 Date o CometeTion:

. |
Kev liomps: Adjuvant Chemotherapy -Head and Neck o

Time cr ProyscT: WRAMC # 8102 - Adjuvant chemotherapy following Surgery and /or !
Radiation for Stage 111 and IV head and Neck Cancer.

PrincieaL Investicaror(s): David J. Perry, M,D.

Asscciave Investicator(s): ymond B. Weiss, , M.D. _Chief Medical oncology

FaciLity: WREMNC D?T/SVCJW _Oncology= Dept. Of Med.

Accun_arive YEDCASE Cost: Accu AT eve Cosiract CosT: Accuguou\nvs SuppLy Cost: g

00 ' .

FY-83 ERCASE:  Conrmact Cost:  Susery CosT: Date oF CorMITTEE FoPROvARsQF X

"Bg_ aa a0 FeinyaL. Pr053=5s RepoRT ¥EB 25 1983 t
|
h Stupy 03JiCTIVE: Too evaluate activity of combination chemotherapy in locall advanced

abili
%erid and Neck Cancer. To define ﬂig%&lﬁy&gaﬁ&tﬁaﬁﬁﬁt&%md resect ty

TEcunicAL APPROACH: Vinblastine 4.0mg/m2 IV day 1, Bleomycin 15uim day I, Cisplatin
60mg/m2 IV day 8 g2ldays x 4 course 1 month after achieving complete remission from
surgery and / or radiatjon,

Prosezss Duaiis FY-82: If in complete remission following surgery and radiatiom ,
combination Chemo. (Velban , Bleo, And Cis~Plat) g 21 days for 4 cycles.

humser oF Susdzcts Stuplep:

Fr-82: | Tora (10 pate): Berorz ComeLeTron oF STusY:  cloged

Sertous/Unsxpecten Stos Errects it Susszets Paariciparing 1t ProuzcT(iF fovs $9 STATE): ¢
NOne . . v

Covcrustons:

kentry in 11 months. Study is closed due to poor accural.

PustLicaTioNs 02 ABSTRACTS. FY-82:

NOne




Date: 10-2-82 ] Yosx Untr No.: 1601-81 Status:  InTERIM X Frson

StarTiis Dare:  1/81 Dave 6F ComeLeTiON:

Key Vioros: Chemo therapy Squamous Cell Carcimoma of Head and Neck

Tine cF ProzcT: WRAMC # 8101 - Induction Chemotherapy, Surgery, Radiation and

Subsequent Adjuvant Chemotherapy for stage 111 and IV Squamous Cell Carcinoma

ck.

Privcroa, [nveSTICATOR(S}:  payig Perry  M.D

Associave luvesticaroa(s):  Raymond B. Weiss, M.D. Chief, Oncology Service
Factivy: WRAEYL ' DEPT/SVC: pamatologw/ Oacol Dept. Of Med

Accussan ative FEDCASE Cost: Accumaative Coivract CosT: Accumuative SuppLy Cost:
00 Qa - Q0
"FY-83 EDCASS:  Cowntract Cost:  Supery CosT: Date o CommiTTeE ferrovaL OF
00 00 a0 Frnua. Prosazss Rercrt FEB 2 5 1983

Stuoy O34zcTivE: To evaluate activity of combination chemotherapy regimens in locally

unresectable or edvanced head and neck cancer. To define elfgibility toxicity,res-

pom—mffesectabtﬁq-ﬂ*tuh—fmeﬂs—mh—&eﬂﬂnd—m—w Neck Cancer
TECHNICAL

2PR0MH: Medium dose MTX and Su intil partial or complete response follow-

ed by surgery or radiation at week 8- 4 wks, later, combination chemotherapy(Velban,
Blea._ani_cfszmul_dam_m_&_mlea._

Proseess Durins FY-82: 7 patients were entered to date. 1 Had Lymphoma on final path.,

5/6 have responded to therapy. Study to remain open to Accuralof total 30 pts.

Mumaer oF SusJzcts Stupien:

FY-82: _3 ToraL (vo pare): 2 Berore CoweLeTion 0F Stuov: 4

Sertous/UnexpecTen Sioz ErFects IN Susuzcts PaRvicIPATING 1t PRouzcT(IF RONE SO STATE):
NONE

ConcLusions:

Only 5 patinets from which to generate data., Not enough information to
Make conclusion as yet.

PusLICATIONS OR ABSTRACTS. FY-82:

NONE

227

—— ey




B AUBLITRAAO . At it

Dave: 10/2/82 ) Womk Buir Mo.: 16090.8] Status: Intemin 5y Fuow

Stagtiis Date:  July 1981 Date_oF ComereTioN:  June 1984

Key Vorps; Bone Marrow Granulocytes pisorders

Tine cF ProuscT: WRAMC: Regulation of Granulopoesis in Vitro~Incorporation of
"C-Glusocamine in ‘ormal human bone marrow, granulocytes with patients serg

with primary and secondary B.M. granulocyte disorders,

PaircioaL Invesricarpal{s): Howard Terebelo, M.D,

Assoctate [mvesTIGaToR(S):
FaciLivy: HWRANC

Depr/Svc: Hematology/ Oncology - Dept. OFf Med.

Acamr ATive FEDCASE Cost: Accww_AT;ve Couract Cost: Accuwan.ative SuppLy Cost:
. 00 Qg . 0
FY-83 FEDCASS: Cowtract Cost:  SuepLy Cost: Date oF CarmiTTee FeerovaL O
00 00 00 Prrppr. Procrzss RepcRT FER 9 5 1003

Stuoy 0305CTIVE: ), purification of stfmulators and fnhihitors that are res-
ponsible for the regulation of Granulopoesis. 2. to study the rate of Bome
Sa .- Le-1MaLy PR ——-P RaTVv-5 B SEEe &+ 0ed F—-aikd—eg ondary

TECHNiCAL APPROACH: [ reactive disorders.)

Serum will be collected and evaluated for rate of normal BM maturation, bio-
chemiclal characteristics, inhibition of Glycosylation, Subistances to be analyzed
Prosr:ass Duatns FY-82: [ will be inhihitors and stfmulators.
We are nearing the end of this study as we have fdentified a repetivi attern of
granulocyte proliferation with fnflammatory serum confirmed by HPLC azilgsis. °

o e et

twaEr oF Susduzcts Stupied:
Fy-82. 10 JoraL (vo pare): 60 Berors ComeLeETION 07 Stuoy: 60

Szatcus/UnexpzcTep Sips EFrects in Suaszcts PazvicipaTing 1 Protzct(17 1oNz SO STATS):
NONE

Co.‘:CLUSIO.*lS":Sertm from patients with inflammatory conditions (Sepsis) dramatically
increases C~Glusocamine incorporated in immature granulocytes. This rate of
incorporation corresponds with the granulocyte turnover and decreases over a
period of 72 hours.

PUBLICATIONS 02 ABSTRACTS. FY-82:

® Terebelo, H, Evans, W.H., Effecto of normal and inflammatory Serum on
"C- Glusocamine and 3 N-Thymione incorporation onto normal human granulocytes
in-Vitro. Blood; Vol. 58, No. 5, Supplemert 1: Page 116q, Abstract # 376.

@ Manuscript in preparation.
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Datz: 10/2/782 | Mosx Cniv fio.:  1603-81 Status: Interim x  Frra
Staaryis Dare: 30 june 81 DATE oF CoMeLeTION:

Key }iods: Delta-9~Tetrahydrocannahinol plasma levels and Pharmacokinetics.

Time c7 PROJICT:yRAMC :# 8184~ De}ta-9~tetrahydrocannabinol Plasma Lavels and
Pharmacokinetixs.

o J. MSC
Princrean luvesticaror(s): James p. Wilson, MA

Assccrate levestrcaror(s): Raymond B. Weiss, M.D. Chief Medical Oncology Ser,

Faciivy: WRAY Der :/SvC: yamatology/ Oucology =Dept. CF Med
Aeaur ative FEDCASE Cost: Becumnative Coiivract Cost: Rccwswative SuepLy CosT:
00 00 00
FY-83 FEDCASS: Contract Cosv:  Suaery Cost: Date oF Cormitree AepProvaL OF
00 _ 00 00 Brnyp, Prosazss Repcar

Stuoy OsuzcTivE: To determine if a antinausea/antivomiting effect of Delta-9-
Tetrahydrocannabinol is directly related to plasma levels.

TECHNITAL A°P""°'°“:_”" Plasma assay by radioimmunassay and GLC.

Prosazss Duains FY-82: Two patients entered on study.

Numser oF SusJdzcTs Studiep:

2 o 2
FY-82: ToraL (70 pate): Berore CowLETION OF Stupy: 24
Sertous/UnexezcTeD Sins Errects IN Stavzcts Paaticieating 1M Prouzctr(iF noNe so STATE):
NONE '
ConeLus ions: Additional patients needed for study.

PusLIcATIONS 02 ABSTRACTS. FY-82:

NONE
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e o ———— e eeerin—
E e 1Q/2/82 ! Foox Uuir fio, ]1604-81 _[.S_'.’lﬂ‘_:'_{_l!‘:"‘_:ﬁ.“’f’_._x___F e

ST 12,8780

Dati ¢ Comgrion: 6-83

_Ksy Yowas: Adenocarcinoma — Undifferentiated Ca._

TITLE oF PROCICTWRAMC # 8103 -~ Pilot Study Of VAB-6 Chemotherapy of Adenocarcinoma
and undifferentiated Carcinoma of Unknown Primary.

Fringioai 1reasTioaToRs): Bruce Booth, M.D
Asscciats liwvesticaton(s): Raymond B, Weiss, M.D.

Faciui—y: 124 Derr/Svc: Hamatalogy/ Oncology -Dept.Of Med.

Locumaavive PECCASE Cosr: fecuraative Centract Cost: fecwaative SueeLy Coste
a a 0
Fr-85 M200i58: Conrzact Cost: Suspey Cosr: Dare or Cormirres forroval OfF
0 0 0 Frnyay Prosazss Rercat FER 25 1983

Stuay 224T1vE: To determine the efficacy of VAB-6 in the treatment of Adeno-
carcinoma or pndiff. carcinoma of unknown pripary.

TECHHiCAL RopRoNCH:

Cytoxan 600~ mg/m2 IV day 1 — Vinblastine 4mg/m2 IV day 1-
Actinomycin D ~lmg/m2 IV day 1 — Bleomycin 30 mg/m2 IV day 1,20mg/m2 IM Day 2&3.
Cisplatin- 120-mg/m2 IV-dap-4r ——-— - — —
fe2i3035 5 Fite?: 4 patients have been entered. 3 have progressed and died
of their disease. 1 pt. just entered.

V-5 4 ) TotaL (rooeans): 4 Bzeces Comonevion o7 Sioy: 20

Szare znzeovcren Sips Frrecte in SUBLICTS FaaTicr aTiG 'n ProJzer) s ONE ST STATE):
NONE

" Data too sparse at this time.

fusLICArons c2 fastracTs, FY-82:

NONE
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Dayz: 10=2-82 J Hoax it (i . 1605-82

Sraring Parg:  10-81 Lot e Comnsvien: 1-83

Kev ouds: _ AZQ = Malignant Gliema, Metastatic BRrain Tumor

Tine c= FroszcT: WRAMC # 8106- A Collaborative Phase II Study Of AZQ in patients
with Malignant Glioma and Metastatic Brain Tumors.

Priveipai 1uezsTicator{s}: Raymond B. Weiss, M.D,
Asscetate Investigator(s): H, Grant Taylor M.D.

Faciuity: 1R&Y D‘"/S"'C:Mggm >logy_Dept .OF Med

Accuarive FEDCASE Cosr: Ecewnaative Conract Cost: Accuutarive SuppLy Cost:
0 Q 0
Fy-83 iE0CASS:  Conrtract CosT:  Suspwy Cost: Dare or CenTriee AeprovaL OF
o__ Q Fawuss. Prosazss REPORT BER 2 5 1gg3

—————

Stuoy Osyzcrive: To determine the efficacy of AZQ in the treatment of mli-g_nant
Glioma or metastatic Brain tumors.

TECHWiCAL A0PR0ACH: AZQ - 20mg/m2 in 150-ML of NSS over 20 minutes.

Prosazss Duawis FY-82: Entered only one patient. Had tumor progression after
4 cycles., Has expired.

Nuzza oF Susezcrs Stupisd:

FY-82: 1 Toraw (ro patz): 1 Beroes CowLeTion oF Stuay: 15

Szricus/Unzxezcien Sios Errects n Susuzers PasTicieariig 1m Pasuzet(is 1ovz so STATS):
NONE

Cenerusions: Data is too sparse to formulate any conclusions.

FUBLICATILNS 02 A8STRACTS, FY-S82:

NONE

TR
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Darz: 10 2-82 Mook Muir {ip.: 1606=t. 82 ___.[S_f.fif_uz;_l',ﬂ_i'“*l X _Fus

Stazvirs Date: 12«81 Poag ex Comacrion:  12-83
Kev boros: Prothrombotic State, Adjuvant Chemotherapy

Tite cF ProJicT:WRAMC # 8105~ Prospective Evaluation Of Prothrombotic State
In Patients Receiving Adjuvant Cehmotherapy.

Parvcieal Ievasricatoris):

Asscctete livesticarar(s): MT_L_MM_D_
Factiiry: WRAHC | Depr/Suc:

Accuenarvz FEDCASE Cosr: Aecumaative Conitract Cost: Fecuative Supey Cost:
Qa Q 0
FY-83 EDCASE:  Cownrract Cost:  Sueery Cost: Dare o7 CoaniTiee forroys Oz
] N n NNUaL Prozazss Re
- Y 6 FrmyaL PrezRzss Repcar f-‘tB 25 1983

Stuoy 3uICTIVE: qq identify predosposing predictive tests for development of
Thrombotic tendency in patients receiving adjuvant chemotherapy.

TECruiciL fopRoxcHSamples of plasma will be obtained prior to lst dose of induction
therapy, days 2,3, and 4 of fnductfon, day 8,15,29, and 43 of fnductfon cycle.
Day 85 (maintance ) and q 3 months for ls: year.

Prosriss During FY-82: pyaeng les have heen collected on 7 entered patients,
No thrombotic episodes fave been obiserved. No data analysis has heen made to date.

fiwsE? oF Susszcrs Studico:

FY-82: 7 ToraL (10 paATZ): 7 Berors Cowererics o7 Stusy: 20

Szrious/Unzeazerzo Stoz EFrecTs 1 Susszers Pazticieariig tn Prouzer(1e none so STATE):
NONE

CLLLYSIOns:
Covgrustons Azzural continues slightly below the projected rate.

PusLiCATIONS c2 AssTRacTs. FY-52:

NONE
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10-2-82. “W;A_Jw_w.. 1607-32 L Clrngse el X0
f'"%f-\@_ _A-B2 e oo Taesrree:  12-82

[

o - Refractcry Metastatic Carcinoma , CBDCA e
... ¢ < .. WRAMC # 8204~ A Collaborative Phase I Trial Of CBDCA in the
Treatment Of Metastatic Carcinoma Refractory To Conventional Therapy.

‘ f?"“i?f”“i)fRaXFQnd.B: F?iss’ 0. S -
Cooreet IaesTrzatonii): Dandel Tell, - e

jspgﬁ Hematalogy/Onooloyy - Dept. Of Med

T ¥ - 2T ;
e 84 FA I AN t . ‘ it t g Y 4 c A
. 0 | 0
H N r ! ! O o ' t "-* -','“ :‘ T
o0 Vil b o BEB 25 1983
“_":T_"‘ - LTl T T T I T I IS T LTI TN I ITT =z
i

, e, To'determine toxicity&&flicacy of CBDCA in treating
patients with metastatic carcinoma tefractory to conventional therapy.

A : * CBDCA 320 mgm/mZ q 28 days. o

e - . e - a——
by . ——-
2 0l

sl 6 patients were entered on study. 3 patients have had
d'sease progression and expired., 2 have essentially stable disease and are

stitl—being treated. .l patient was treated 2 x then taken off study ,because

STa o tTI Ll | of hematological toxicitv.[
6 Tocw Loreasl 6 N A RS L 1
1 patient experienced severe hema.ological toxcitv.
NONE
; :-- —-——— - - ke - e - - ——

NONE
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©o =81 ST T 1183 N .

i

ELLIPTOCYTOSIS - : R |

- WRAMC = Evaluation 0f Structural Protein Abnormalities in
A Family with Hereditary Elliptocytosis (HE) .

“vref 0 Louis F. Diehl ,M.D. )

e To evaluate. four areas of RBC structural protein abnormalit:[es
in the Pre and post slenectomy situation.

Obtain blood by the standard venipuncture, separate whole
blood into cellular fractions and do specific tests. on RBC's.

o Aqu:lred all techniques to perform study

0 a0 S - . Sie
1 Family

NONE

We will be able to utilize laboratory techniques that we perfected
over last 12 months.
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Leukemia, DNA Synthesis _ e

’ ' GL=13=BC ~Leukemia Cell Culture 3H=TDR Incorporation and Growth

Kinetics, A Comparative Study Of Cytotoxic Drugs On DNA Synthesis and Cell Growth.

b oo -: Howard 're:ebelo, M.D. o T

' } - Hematalogy/Oncology- Dept. Of Med,

R N :
s o_ o FEP__%5_I9§?

T 'I'o detemine if the GL-13«BC Leukemia :I.s an effective
in vitro model for human CML blast crisis.

See abstract attached.

NA oL L ST RALL

NONE

GL-13-BC Leukemia fa a unique cell lfne providing a valuable
tool in the investigation of CML in blastic transformation.

S
L

Blood Supplement NOV., 1982
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. 10-2-82 | . oganno o 1610-82 . Pteowy fencos X f e

Droperidol _HPLC Method e

c # 8206 - The Bevelopement of a lhgh Pressute Liquid
Chromtagraphic (HPLC) Method to Assay Droperidol.

N\

. ) oL il James P, Wilson, Pharmacist - Maj. MC
. . Y

[ e m gy o e e

| N, Hematology/Oncology- Dept Of Med.

H
’ . Tt - - . ' . -7 . 4 . ". - T
. T e . .t . P U ot ol ! t . ’

Yy - S

o . _. b Y R S
S T A s

PR

"**. To develop an asaay for Droperidol

Mndify a currently available agsay for Haldol and mak.e
it applicable for Droperidol.

NONE

NONE

NONE
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e To study the rate of decay of Droperidol in various IV fields.

‘ "Use the BPLC assay developed in WRAMC # 8206 and determine
stability of Droperidol in IV fields.
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_l.‘ :_".._mgz_-sz.‘ b r i 1612-82 .‘!1-»"\.[”:* REIRESTEUNNR S RTC R
;382 F v lewesaie
THC - Chemotherapy » Nausea and Vomiting

Ttne o7 F+0J(T: WRAMC # 8201~ the Use of Delta—9—Te1:ra-Eydrocannob1nol (THC)
for Chemotherapy induced Nausesa and Vomiting.

Popmeqon lwezsiicarea(s):  James P, Wilson, Pharmacist, D.

Pserciare livasticaror(s):
Faciuiry: K2AIC Deer/Svc: Hematology/Oncology -Dept. Of Med.

Peoesuiarive TEICASE Cost: Focunmative Courracy Cost: foaearive Sueey Crsts
0 Q 0
Fr-s3 i00ASZ: Conmact Costr Suosey Cosie Daic o7 Coonnivosn foeonus CF

o 0 Q FravuL PRocazss Repoat EEB__LISEB

Stiay TaulCiivE: g determ:l.ne the efficacy of THC as an antiemetic for 1 use

in Cancer chemotherapy patients.

e s 10mg/m2 P 0 4 to 6 hours prior to adminstration of Chemo-
therap -every 4 to 6 hours for duration of chemotherapy and for 12 hours

T e T

HERAREYE Only 1 patient has Geen entered.

- — e e —e— —_—

fn)o‘_:"( oF S”J-:C! T' BN

Fr=C2: _ 1__ Torau (ropate):__ 3 Beroes CowereTion o7 Srusv: 15

Szarcus/Unzsezeren Siaz [rreets in Si3uzcts Paartcieariic 1 Poaser(is non: s3 STATI)
NONE

Coonusicns:
22" WRAMC ‘experience thus far too limited to formulate any
conclusions.

FurL1cATICNS 62 fssTareTs. FY-82:

NONE

pm———
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Dare:10-2-892 Voax Uner 80.: 1613 <82 Sratus: Intemis X Fisau
Startiig Dave:  4=82 Date of ComereTion:

-

Key bomos: rren Metasta amous Ce 3 a ~Head s
TIME cF ProyzcT: WRAMC # 8205 ~ Master Section For Phase II Studies
Or Metastatic Squamous Cell Carcinoma fo The Head and Neck.

RO . 34d Ne

For Recurrent

PrinciraL Isvesticaror(s): David J. Perry, M.D.

_Associate [uvesticator(s):

FaciLity: WRAC Depv/Sve: _Hamatalogy/Oncology=Dpet Of Med.

Aca:-\mnvao #EDCASE Cosr: Accwmravs Coumract Cost: I‘\ccuvm..-%lvs SuppLy Cost:
(3 4

FY-83 i'EDCFbSE: Coumg' CosT: S&m. v Cost: Date oz ComiTree AeprovaL OF
hanyaL Paoa;ssscRs;cgio;{ALEB 25 1983

Stuov J3JzCTIVE: to outline procedure for Phase II studies to screen single
agents or combination of agents for significant activity in recurreat or

TECHN AL RPPROACH:

Bisantrene 260 mg/m2/ 1V q 21 days.

R R LI YT P W T W Ry AT e

ProsRa3s Duaine FY-82:

1 patient has heen entered to date

Humer oF SusszcTs Stworen:

FY-82: 1 Tora. (70 pate): 1 Berore CometeTioN 07 Stuny:30
Sertous/UnexpecTep Sios Errects IN SusuzcTs PaavicieartinG Int Prouzct(1F ions SO STATS):
NONE '
Concrusions:
NONE

PUBLICATIONS 03 ABSTRACTS. FY-82:

NONE
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_ Fertility, Testicular Cancer ——

WRAMC # 8207 - Fertility In Men Who Received VAB -III
Chemotherapy For Testicular Cancer.

«." - David J. Perry, M.D.

- Hematslogy/Oncology - Dept.of Med.

‘ . : 1 : T
Qe o 0 o o o
R T S FEB 25 1983

e

To determine whether fertility has been preserved after
treatment with an intensive regimen of chemotherapy drugs.

Mailing a questiona-ire and consent form to patients

treated with VABIII . Data from questionaire.will then be collected, analyzed
and preparedrfor.publication. —-

As of this report , protocol has not been approved and
therefore has not been impl_emented.

- e e

0 0 Lo 35
; NONE
NONE
NONE
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Darz:10-2-82 l;n'ay Guer 80 :  1615=82  __ {Stamus: Ieresiw X Frs
Srazius Darke82 Do v Comneron: 7-84
_REY 1ovds: Jymphama, Pooxr Histology.

“Tine of Proszcr: WRAMC # 8208 - Combination Chemntherapy (VAB) in the Treatments
0f Relasped , Poor Histnlogy Non-Hodgkins Lymphomna.

Friveoa Toeesticatsris): H. Grant Taylor , M.D.

Asscctare livesticaror(s): Raymond B. Welss, M.D, = Dayid J. Perry ,M.D.

Faciuary: RS Depr/Sic: Hematalogy/Oncology = Dept.Of Med.

Rocuative FEDCASE Cosr: Feceiatove Contpact CosT: N, coue aTive Suappy U5
0_ a

FY-85 MEDCASZ:  Contract Cosm: Sumory Cost: Love o= Covvvirios TovRovar Of

Study 054:CTIvE: 1, To determine response and survival in patients with Refractory
Non—Ho'-gkins Lymphoma treated with VAB, 2. tc determine toxcity of VAB in pre-

yicusly treated—patients .-

TECHIICAL PP2R0ACH: cytoxan 60Q mg/m2 IV day 1 : Vinblastine 4 mg/m2 IV day 1:
Bleomycin 30U IV day 1, 20 U/M2 IV day 1-3,Actinomycin D 1 mg/m2 day 1 and
~Cisplatin 120mg/m2 IV day 4.

Prcsrzss Turiins FY-82: No patients have been entered to date.

haassa 27 Susezcis Stuoido:

FY-82: 0 TotaL (70 pate): 0 Berore Comvrevicn oF Stusy: 14

Szatous/Unzxezcred Sioz Errects 11 Susszers PaaricroatinG 1n Prouzer{is fion: s3 srate):
NONE

Conzeysions:

Too Soon

Fusi [CATIONS 02 fi8sTRacTs. FY-E2:

NONE
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Datz26 Jan 83 | Yook Uuiy fio.: 1700 Sravus: _Iureity X Fuom
Srarry;s Dave: 15 June 1980 Dare oF Cowtevio: Dec 1983

Key iomos: Apnea, Hypothyroid
Tiee cF Proszer:

Sleep Apnea in Hypothyroid Patients :

Paircrear Isvegrecarcals}: R, MC
arkis S. Derderlan,. N y aude J. TellTs, TLIC, MC
Associate livestrcator(s): Kenneth D. Burman, LTC, MC, Bahman Jabbari, LTC, MC
FaciLivy: WAL Depr/Sic: Medicine/Pulmonary
Acasasative FEBCASE Cosr: Fcaursa ateve Cosimract Cost: kecuanative SuppLy Cost:
"FY-83 FEDCASE:  Cowrract Cost:  SusLy CosT: Dare o7 ComitTrEs Aerrova -
hewwar. Prosmzss Rescar }‘EBF 25 1983

Stuov O3u=cTive: To demonstrate and better define period of apnea during sleep
in hypothyroid patients. i

TECH#icAL RoPROACH: Using standard polysomnographic techniques patients will be
monitored .during sleep and the records analyzed- for the
relative frequency and type of apnea.
Prosa2z33s Duagis FY-82: - Three additional patients with hypothyroidism have bBeen studied ,
and apneas during sleep noted in this group. Because of the difficulty in obtaining t

patients with hypothyroidism without treatment it is anticipated that this project
= = - gt rooperationwith—enether—ineti .
fipsar o SusECTs Srupiea; ©IIL De compiece - tution. (pe1

F-82: ToraL (vo pate): Berors CowsLETiow oF Stusy:  10-15

e D 11

Sertous/UnzxpecTed Stoz Errects n Susizets PaarictParies 1t Prouzct(1F poxs so STATE):

_NONE_

Satisfactory progress.

PusLicATIONS 02 AssTRacTs. FY-82: None

Progress During FY-82: (continued) Patients with h

: ypothyroidism and
apnea have been identified at the University of Colorado, Denver,
and it is proposed that patients from both Medical Centers be

reported simultaneously in one publication Dr. Clifford
‘ . . W. 2
has agreed to a collaborative publication. wil}ich

242
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Dare:26 Jan 83 | Vogs Luty fio.: 1701 Status: _Inveiim X Fiew ,
Startis Dave: December 1980 Dare oF Co¥AETION:  December 1983 :

Key Viomps:  Medroxy Progesterone Acetate, Apnea
TiTe c7 Prog:ct: Medroxy Progesterone Acetate, (MPA) in the Sleep Apnea Syndrome (SAS)

Pircira Iwesricatorf{s): Krishnan R. Rajagopal, MAJ, MC
I — Bahman Jabbari, LTC MC, ﬁéau&e J. Tellis, LIC, MC

Assoctate ImvestreatoR(s): Keith K. Hunt COL
FaciLity: WAL - Depr/Svc:  Medicine/Pulmonary
Acosar arive FEOCASS Cosr: Accu:mrgvs Cossmract CosT: heowmative Suppry CosT:
"FY-83 FEDCASE:  Conrmact Cost:  Suprry Cost: Date oF Ccr-'.wzﬁ’e forroya 07 B
- ' fewusL. PAOSRZSS REPGRT 'Eﬁg 25 1983

S‘IWY QO3zcrive: To determine the efficacy of Medroxy Ptogesterone Acetate in the Sleep
————— Ag ea Syndrome. Changes in frequency and duration of apneic episodes
d be evaluated Snd improved chemoresponsiveness as a possible mode of action

cHica AsproacH: Nocturnal polysomnography, hypercapnic and loading responses will
be performea prior to, during and after a 4 week treatment period with 20mg t.i.d. of
medroxy progesterone acetate. '

Prosezss Duais FY-82: Three additional patients were studied and the necessary data
obtained. Excellent sleep recordings have been obtained and tests of respiratory control

mllmummmmamgmmﬂ_;w NOVW (1 e 1ow)

lusser oF SusszcTs Stubien:
FY-82: ToraL (m bare): . Berors CovsreTion oF Stugy; 15-20

SeriousAlzxescTep Sios Errects 1n Susszets PaaticipaTiig In on.::cr(ls IO%E $J STATS):
no patient in this study has had any side effects.

CoucLyU3IoNS: Excellent progress has been achieved and the study is near completion.
The tremendous amount of data that has been 6btained has to be critically analyzed
and is this is being done with computer help at the medical school. -

PusLicaTrons o2 AssTRacTs. FY-82: RAJAGOPAL, KR, ABBRECHT, PH, McCUMBER, TR, HUNT, KK:

Medroxy progesterone acetate in Obstructive Sleep Apnea. Amer Rev Respir Dis

1982, 125(4):128. (2) ABBRECHT, PH, RAJAGOPAL, KR: Determination of Inspiratory
flow resistive load dependent respiratory drive in normal and sleep apneic subjects.
Federation Prceedings 1982, 41:1103. (3) RAJAGOPAL, KR, ABBRECHT, PH, TELLIS, CJ:
Control of breathing in obstructive sleep apnea. Submitted (4) ABBRECHT, PH, RAJAGOPAL
KR, BRYANT, HJ: Respiratory drive components in flow resistive loading for normal and
sleep apneic men. Submitted

Progress During FY-82: (continued) being analyzed with computer

programming available at the Uniformed Services Medical School.
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i D&\T"27 Jan 83 ‘.’QQ( Caet Mo, 1702 SYI'\TUS:' [“T:;.i.:."" X Fl-'f).!_
SrazTy:s Dave:  October 1981 Dare o Cownericy;  December 1984
Key Voans:  Control of Breathing, Dementia !

Time cr Prouzcr: Ventilatory Response to Carbon Dioxide in Presenile Dementia

Prircioa IsvesTicarcals): Krishnan R. Rajagopal, MAJ. MC
“Bahman Jabbari, LIC, .MC, KEith K. HONC,—Ir—5—€OL—MC

Asscctate Imvestrearor(s):

FaciLivy: WRAC Dert/Sve: Medicine/Pulmonary
Accaravive FEOTAE Cosr: Fecunarive Coimact Cost: ﬁ.ccw;m_m- tve SuspLy Cast:
(FY-83 PEPOASE:  Cowrmact CosT:  Supmy CosT: Date oF CormiTTee Aomnos

hewya PRosr=Ss Repoar ,?Eg‘: 25 FEE 25 1983

To test resp;raf?fy"é?ﬁﬁﬁ‘m&tmim-fmn g
to thest the hypothesis that load compensation is manifested only
in the presence of intact cerebral cortical function.

Stuoy Osuzcrive:

TECuicAL APPROAM: yentilatory and loading responses to hypercapnia will be assessed

in 10 iubjects and compared to results obtained by similar techniques in volunteer
ols.

Prosazss Duains FY-82: After final approval was obtained from HSC, rt. Sam—two patients
. were tested on the ventilatory hypercapnic response circuit.
Patient attention span has.been small and there has been technical difficulties (below.

Muszr oF Suss=cTs Stunien:

FY-82: Tovar (10 patz): . Berors CovsreTion o7 Stusy: 10

Serirous/UmzxPscren Sios Errects in Susuzcts PARTICIPATING Int Prouzct(1F nxis s3 stare):

Covarusions: It has been difficult to find patients that adequately meet the
criteria for the protocol, however, it is anticipated that over a 2 year span
the study can be completed.

PusLicaTIONS 02 AssTRacTs. FY-82:

Progress During FY-82: (continued) in performing the test in the
group. Subsequently, it was decided to attempt the test only on

non psychotic presenile dementia patients. It has been difficult !
to find such patients, however, it is anticipated that over the ]
span of two years enough patients.will be obtained to complete
the trial. . 3
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Davz: 27 Jan 83 }J.o;g et 8o.: 1703 Stavus: Inreniy X Fireae
Sraariis Dare: July 1980 DTe oF Cowteric: December 1984
Key Vioaos:

TiTLe cF Prossct: Comparison-of daily vs alternate day Prednisone therapy 1in
pulmonary sarcoidosis.

B. Lynn Feaster, M.D. FMAJ, MC

Prirctrn Isvegricarcals):
Assoctate lmvestroator(s): Larry Spratling, M.D. (layde J. Tellis, LTC, MC

FaciLity: WAL - Depr/Sve: Medicine/Pulmonary
Acasapative PEKCASE Cost: Fecurmaarive Conmract Cost: | Accwnarive Supery Cos:

o

FY-85 FEDCASE:  Cowrmact Cost:  Sueery Cost: Date o CoriTTeg feprovaL Or
' : Pewys. Prozmzss Reporr EER 25 1983

Stuoy Oauzcrive: 1O determine if alfernate day Preumisone-therepy-IowsSifective
——————=""="  ag daily therapy in the treatment of pulmonary sarcoidosis

TecumicAL foppoac; Patients with Stage Il sarcold “WIIT b Tamdomty—=asstgned to

every day or alternate day therapy for 6 months. Clinical status,
CXR, pulmonary functions and serum chemistries will be followed.

Prosezss Dumins FY-82: Few additional patients have been studied. Patlents Irom other
medical centers are also being included and hopefully the project will be completed

on time.
twsszr oF Susszcts Stuoien:
FY-82: 10 TotaL (ropate): . 25 Berors CowerLerion oF Strpy; 50-100
Serrous/UnzxpecTen Stoz Errects i Su3uzcts PARTICIPATING 1N PROJZCTUIR pove SQ STATE):
None R . ' )
CoMaLUSIONS: progress has been satisfactory and hopefully protocol Wil be—completed

on time.

PusLICATIONS O3 Assmmﬁ. FY-82:

245
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Davz: 28 Jan si Vorx Cntr Bo.: 1704 Stavus:  Iutgiiy X Fio,
Srartiiss Dare:  October 1980 Dare oF Cogteric: December 1984

Key Vioros: high frequency ventilation, ARDS

Timne cr ProszcT: High frequency positive pressure ventilation (HFPPV) in patients
with respiratory failure

James J. Bombenger, MAJ, MC

Prirciea. Jsvegricarcalsd:
_Assactate Imvestroanoa(s): S-S. Derderian, MAJ, MC, Krishnan R. Rajagopal, MAJ, MC

Faciiry: WREE DEPT/S‘IC: Medicine/Pulmonary
Accuarative PEGCASE Cost: ﬁca::mtgve Couract CosT: A;cw:m_mvs SuerLy Cost:
"FY-83 PEDCASS: Cowrract Cost:  Suerry Cost: Dare o Commitree PerrovaL Of -

Remua. ProsRzss Repoar

To test hypothesis that HFPPV may t¥-lifessaving In-patients with
respiratory -failure who cannot be supported by conventional means.

Sruoy O3uecTivE:

jTe who meer the preser criteria
=S, e ) H v
initiated and phyggg1gaiéuggdtgemoaigxg1gnmgggggggég%glmXSEE11§géﬂnpat gntw%iilbge
his/her own control and there will be no random selection.
Prose:ss Duains ”‘82=E§°i§§€'12§eﬁﬁsnlgﬁ iggtgqgigﬂegeségggﬁorz ail ri n th oYtlﬁgegggve
Care Unit during this scal year. t is anticipat the when egu pment becomes )
available this year an average of 5-10 patients should be studied over a 6 month perioc

TEGwicAL Aeroscn:; In patients with resplratory fallure

tuszr oF SusszcTs Studien:

FY-8: 0 Tora. (ropate): . 1 Berore CowsLETION OF Stusy: 20

Sz;st/llnsvscm Stos Errects 1 Susuzcrs ParTicsparing In PRouzcT(ir pane s9 sTaTe):
one : ’ .

. s

ConaLusions: Lack of the necessary equipment support has resulted in inadequate
progress on this protocol. As the equipment becomes available the study will hope-
fully be completed on time.

PUBLICATIONS OR resmncfs. FY-82:

Associate Investigator(s): (continued)

Claude J. Tellis, LTC MC
Keith K. Hunt, Jr., COL MC
Peter H. Abbrecht
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Dare:27 Jan 83 EQ“Z;&‘" fi3.: 1705 Sravus:  lureriy X Freom,
Srartiis Dare;  November 1980 Date o Cowterion:  December 1983
Key ‘m.ﬁxercise respiratory control, loaded breathing

TITLE 7 ProJicT: Determinants of resistive loaded breathing

Prirctoa Isvegricarcals}: Peter H. Abbrecht

_AssociaTe lmvestroaroa(s): Krishnan R. Rajagopal, MAJ, MC R
Facruivy: HRA"%C ) Dm/Svc ﬁedicine/Pulmonary

Acazsrative PEGCAE Cost: Acwmnw Cosmract Co-r~ Accw»unw Suerry Cost:

'FY-83 FEDCASE: . Contract Cost:. SuspLy Cost: Dnre o Camn'ie i»acv.ﬂ. OF
: N Prosazss Reporr fﬁﬁ__ﬁﬁ?

Srupy 03&"\’" 23sdts &nfoﬂa‘ﬁ %s?@&ié"‘in“éﬁesﬁsiﬁ?i e nea. rE8P&£EESﬁIne b
pmigmgyongbg étiegi&xiﬁgﬁa%?d 458 giratory drive in normal subjgets and :

e a niwmn—rm
TECHHICA FopROATH: agg ‘{‘og og tﬁrp evels load. Exercise venti ator d grive

responses without and after. the addition of three levels of load ds. ventilation
during loading, Responses to threshold loading.

" Prosezss Duagns FY-82: Four normal vcislungeers W&Wg the .
However, excellent cracin“ﬁS%S been acgtairstgdrg,gd fore gﬁgﬁnga‘t’iéfgcggg}' proggZ§suﬁat o
been achieved. Computer deduction of data has been satisfactory thus far. -

Fiwser oF Sussects Stworen: |

FY-82: 4 Tora (vo paTe): 4 Berore CoeLETION 0F Stay: 18 ;
Sertous/UusxrscTeD Sw: Errects Saa.rc-s Paarictearins n Psm.cr(xs HIME SO STATE): -
N/a . -—
Covcrustons: With continued progress. it: is anticipaEEa_mwdrwﬁHe completed
by the expected date.

PusLicAT (095 0= AssTRacTs. FY-82:

Al
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Darz: 27 Jan 83 ] ogx Lt fio.: 1707 Stavus: Inremiy X Fion
Staarys Dave:  May 1981 Date of Copterioy: 30 Jume 1984

Key Voeps: pulmonary fibrosis, nocturnal desaturation

Time ¢7 Progsct: Relationship between respiratory control mechanisms and nocturnal
desaturation’in diffuse pulmonary fibrosis

Primctra. Isvegricarca{s): Krishnan R. Rajagopal, MAJ, MC

I. T to, N - — .:"
Assoctate Imvestroaron(s): Reith K. HuRC, ,3r., SS{HS T
Facniiy: WREE Derr/Sve: Medicine/Pulmonary : ‘

Acasasative FEOCASS Cost: Feaensrive Cormact Cost: hecuwmaiTive SuppLy Cost:

"FY-83 FEDCASS:. Cowrmact Cost:. Supry Cost: Baro;Ccmn'.r‘ k’mo‘. - —
_ : " hv:w. Pmsssgﬁemr I’E& 25 1983

. : 1 the reldtIonsnyY 'Mmg‘imdhanisms
Sroy Osuzcrive: Azgs§Z§eﬁa§§ the awake stat;pand nocturnal desaturation in a well
’ defined group with.pulmonary fibrosis ' ’

sCAL FopROACH: d ts with pulmonary FIbrosis with Stamtard—mocturnal poly-
1§gﬁh=d=£“‘éghzgm;guergggjggc&ni uiszand 1degtéfg tge fregugg;yaggdlg:v§§1Cyeofonses
: T Ses
gﬁi‘i%ﬁéa%é gi1o§§ﬁggrgeg%egogg£gur§ai degagggggign 3thd ggpirgtory contro? whi g%@elow
R y— &:ﬁWWWs as yeo"
Packard system wé;eu Sua 1§§1§é c8§§i§?%%€I¥ Eggagigggcéggi.o §u§seqUentiy a Berkman
Dynograph” ( a.multichannel polysomnographic recorder) has been requested. (below)

lwser oF Susscrs Stwores: |

- . . 20 Patients .
FY-82: Tora (ropare): . Berorz Cowererion of Stuy: 20 controls -

Serious/UisxescTen Stos Errects i SusuzeTs ParTicipariis 1ot Prouscr(i7 poxs sa staTe):
N/A : ' ' :

. —
LI 3 -

Lo¥qrusIns: The capnometer.which is initially not available is curremtly bBeing used
in the laboratory. However, a reliable polysdmnograph is not available and until
such &quipment is available this and other related protocols cannot;be~initiated.

PusLICATIONS O AsstracTs. FY-82:
Technical Approach: (con:inued) assessed and com
obtained by similar techniques in controls.

Progress During FY-82: {continued) Progress with this pProtocol is
possible only 1if the regorder becomes available. Currently in our -
laboratory a capnometer which is hecessary for recording transcutaneous

carbon dioxide measurements durin
g sleep is available. : : -
up 18 the lack of the Polysomonograph.’ The onlx héid

pared to data

248
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_Darz:27 Jan 83 Yo et fo.: 1708 Status: ey X Fry,
Srasriis Dave: May 1981 Date oF CotcTicni:  December 1984

_Kev Vioeps:  Respiratory comtrol, palatal myclonus
Tine c7 PaosscT: Respiratory control mechanisms in palatal myclonus

Prircioa. [avestioareals): " Krishnan R..Rajagopal, MAJ, MC

a n ,Ja Ly . - - co,
Assoctare Imvestrearoa(s):  Keith K. Hunt, Jr., COL, MC T e
Faciuiny: WRAC Derr/Svc: " Medicine/Pulmonary '

Acazerarive FEOBCASE Cost: Feceraaative Comract Cosr: Reawative SuzpLy Cost:

lwm. Prosrzss

<. To study respiratory control In palatal W test the
M‘ hypotheZis that ven%ilatory respgnse to h;percapnj.a is depressed in-

central lesions of the brain’ stem.

oA Weim'F_TWwﬁewvms—ﬁB—szsed durin
TEOH i, AopROATH: hypercapnigyand loading responses and compared to data obtained in g

colunteer subjects using similar techniques.

"FY-83 FEDCASE: Covreact CosT: Suppry Cost: Dara oF Ccmm'ge Im-mhggz s 1983

Prosazss Duzies FY-82: One additional patient with palatal myclonus has been §tudied.
Even though this i{s an extremely rare disorder we have already studied four subjects.
It _is conceivable that within the time of the protocol the required number of patients

Bixsza oF S.jg,Ecrs StuniED: will be studied

Fr82: 1 Tora, (1o AT .4 Berors CovereTioN oF Stuov: 6

Seetous/Nuseecten Stos Errects SuaJ s PraTiciparieg In P‘!OJ:CT(IF R3NE S STATS):

k4 N/A . -~
Co.\:q_.y,zms Satisfactory progress and the protocol s‘mm'mteted-mime

PUSLICATIONS OR Assmm:s. FY-82:
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Dare: 27 Jan 83| yoo: Gty Ho.: 1702 Staws: Inemn X Fro
Starry:s Dave: Merch 1381 Date oF (owrerioy: December 1984

Ky Vioeps: lung mechanics, mixed connective tissue disease
TIME cF Prouzcr: Lung function in subjects with mixed connective tissue disease

$ . . , » MC
Pairncioa. Iuvegricarca{s}: Claude J. Tellis, LTC, MC  Sarkis S. Derderian, MAJ

Assoctate Imvesrrcaton(s): Krishnan R. Rajagopal, MAJ, MC A
Facruisy: IRAL - DgriSvc: Medicine/Pulmonary ST

Acasar ative PEBCASE Cosr: hoceraarive Commmract Cost: | Accwmuative SuppLy Cost:

"FY-83 FELCASS: . Cowrmact CosT:. SupeLy Cost: Dave o ComitTree ferrova OF -
. : . Fewyn. PRosrzss Repoar FER 25 1983

Stuov D3u=crive: T~ evaluate abnormalities and pulp_onary functions. T unrrea'ted and
treated patients with mixed connective tissqevdisease. - - e -

TEQHIcA AoPROMH:  To include a history and physical examination and routifie and
sophisticated tests of pulmonary functions. .Such tests would incdude lung volumes, flo

and tests of respiratory mechanics to include compliance. Tests of distributional

, below)
ProsRzss Duains FY-82: & few subjects with mixed connective tissue disease that have been

referred to ‘this service have been studied. Adequate material has been obtained but hz
not bee subject to statistical analysis. '

Mwser oF Sussects Storea: |

FY-82: 7 Tora (ropate): . 12 Berorz CoweLETrON 0F STUmy; 15-20

Seerous/izxezcten Stos Errects v Suluzcss Participaties mn Prouzct(iF pave sa STATE):
No major sides effects were noted.with this study. -

Coycrustons: Fairly adequate progress has been made with this protocol and because of the
limited number of patients with mixed connective tissue disease that are available for
study it has been difficult to increase the number of subjects studied.

It is however,
anticipated that the study could be completed on time. -

PusLicaTrons 02 Assmcr;s. FY-82:

Technical Approach: (continued) ventilation
washout, and tests of airways resistance and small airways function
will also be assessed. . Balloon type catheters will be used for
measurement of compliance and tragsdiaphragmatic pressure.

including nitrogen
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Darz:27 Jan 83| yops bury fio.: 1710
Srarriss Dave: March 1981

Status: Intenin X From

Dare of Coetericn: December 1984

Key Vioeas:  control Ly
TinE ¢F Prosict: Relationship between respiratory control mechanisms and nocturnal

desaturation 'in obese subjects

Prirciza lsvegricarcals}: Warren I. Tamamoto, CPT, MC, Krishnan R. Rajagopal, "MAJ, MC

Assoctate lmvesrrearon(s): Keith K. Wunt, Jr., COL, MC, Kenneth D.  Burusi} LTC, MC-
Fact1ry: \'RF".C ' Dert/Svc: " Medicine/Pulmonary '
Acaseative FERCAE Cost: Rocemnarve Commracr Cost:

k;cw-:u.faws Suprry Cost:

"FY-83 FEPCASS: . Cowrmact CosT:  SuepLy Cost:
. : . Poar. Prozrzss Repoar

Dare oF ComtiTree Aa?aovﬁgz 5 ;8-3 '

| em——————————

Stuovr D3yzcTive: Assess the fregquency and severity of nocturnal disatm:ation in
== asymptomatic'obese subjects and to assess the relationship betwygen
respiratory control mechanisms and nocturnal desaturatjion in obese pts vs non-obese contre
;e Repaoach: Respiratory control mechanisms will be assessed using hypercapnic and
Tiom‘—":Am*" 'flog resiszive loading responses. Standard noctqrna§ g ysomgographic
{,ﬁchni uei wi%i bg used to assess the f
onghip be

¢ relat Boedn 220088 Ehe LrtINenRY, 0. SN LY QEn g SR Sa SR TR G don-

below)
" Prposaz3s Dusiis FY-82: The Hewlett-Packard capnometer with cransmﬂ'itoring

5 : capability of arterial C02 is currently available {n the laboratorir..

However, as mentioned in the annual report of yet_ another protocol the lack of availabili

a_polysomnograph has been anm major obstacle. Until a polysomnograph is avajlable(below)
thwser oF Suss=crs Swoted: : '

120 subjects)
FY-82: Tota (vo pate):

40(20 controls)
Szetous/n=xeecTed Sios
N/A '

Berorz CoxsteTion oF Stuay:

Errecrs m Suuzcrs ParTicipating 1n Prouzct(ir kave so sTaTe):

“ s

-
.

Coxoustains: The study will begin when multi-channel recording capabilly 1s available
in this laboratory. .

PUSLICATIONS O ASSTRACTS. FY-82:

Technical Approach: .(continued) nocturnal desaturation episodes
will be analyzed using appropriate statistical methods.

Progress During FY-82: (continued) for multichannel recording is
available this protocol cannot be,initiated.

P D ol
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Darz: 27 Jan 83| yoac Uuer fo.: 1711 Status! Intziuy X Fum
Sraritss Dare: 29 May 1981 Date of Coeterioy:  December 1983

Key Yamos: Psoriatic arthritis, pulmonary function testing

TiTLe cF Prouict: Pulmonary Function in Psoriatic Arthritis

Prirctoa lsvesricarcals): B. Lynn Feaster, MAJ, MC .
M@m(s) Krishnan R. RajagopaI‘MAJ MC, R. Raskin, ME#™ o

Facruiny: WAL DEPT/S\IC: Medicine/Pulmonary
Acazar ative FECCAE Cosy: Feausaative Covmact Cosr: Acm‘-:w'mvs SupeLy Cost:

"FY-83 FEDRCASS: . Cowrmact Cost: Suepry Cost: DAT‘ oF Cemm £ :
‘ - - ﬁev:ut Pno’rs:.zaerhzgwﬁg 5 1983

Snoy Ds.r—cm .To determine the incidence ol lung dygmﬁcmﬂ‘ﬁf-pamth
==————=—"""psoriatic arthritis ' o

ToamiicsL feprosch; To obtain complete- pulmonaryﬁfun—tion testmg"arrerrat—blood gases
lung compljiance and related measurements of lung.mechanics of patients
with psoriatic arthritis.

" Prosazss Duaits FY-82: Equipmént that is necessary has been obtained. About L0 patients

have- been studied using this protocol and abnormalities in pulmonary

function has bee observed-in a fev.
Me3za oF Sus:ecrs Stuotea:

FY-82: 10 Tora (ro nar) 10 Berore CoveTion oF Steov: 20 20
Sezetous/Unsxezcrep Sies Errects I Saa.:—c’rs PaTicIparTIiG 10t PRCU‘CT(!F H3%E SO STATE):
None . )
B - 2 - o=

LomausI®s: ) 4equate progress has been made.

PUBLICATIONS OR Pesm\cts. FY-82:




DATE:]0/1/82 172

) X .
box Burr Bo, Status: wreats ~  Fieay

Startins Dare: 1 Jul 82 Dare o Costevion: 1 Jul 83

. .. Somato Sensory tvoked Response-Chronic Pulmonary Disease
Kev $ands:

Tine cr Progzcr: Investigation of abnormalities of Somato-Sensory Evoked Responses
in patients with chronic pulmonary disease

Bahman Jabbari, LTC, MC Krish Rajabopal MAJ, MC
PrincraaL lenesricaror(s): . —

Asscciate levesticator(s): Carl H. Gunderson COL MC

FaciLivy: WRAIC Evok Depr/Svc: Neurolaay

Accusmrative #EDCASE Cosr: ‘hecunAtive Coimract CosT: Fecumative SuppLy Cost:
: g _9 [

FY-83 FEDCASE:  Contmact CosT:  Sueery Cost: Date o7 Commitres Aowsaovy

0r
- kawuaL Prosrzss Reporr f-'tB 25 1983

Stugy OsuzcTive: 10 determine presence or absence of dysfunction of central sensory
mﬁwxs‘y' n COPD. .

TEcHuica A°PROACH: Patients with established COPD are tested by the somatosensom and peri-
pheral conduction velocity studies-Peripheral and central conduction velocities are

Prosezss Duains FY-82: One patient with CPD was tested. The central conduction time was
normal. The peripheral sensory conduction was delayed.

hisser oF SuzszcTs Stupizd: A
FY-82: ToraL (1o pate): Bzrorz Comerevion o7 Stusy:

Sertous/nzxezcren Stoz Errects v Suzuzets Paavicipariis 1 Prouzet(iF 1ans s3 STaT<):
None

Loucrusigus: This study showed presence of a peripheral neuropathy.

The central sensory conduction was normal.

PusLicaTioNs 02 ABSTRACTS. FY-82:

None.
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Dave: 11/10/82 Hoax Lasy B0.: 1803 Svatus:  IutEniy Freoa A
Starriis Dave: ' ‘ DAtE of Coererici:
Key Voens: TERMINATION OF PROJECT

Time cF ProdzcT:

FAMILY WITH HEREDITARY MYXO-VASCULAR FIBROMAS

Privctras Inscsricaror{s): ' IOHN. I PETERSON, MAI, Mc  (He is no -l'dnger.at' WRAMC)
Assoctate Imvestreator(s): SR I AT
Facnuary: WAL Depr/Sve: DERMATOLOGY SERVICE'

Acazarartve PEOCASS Cost: Feceranarive Commaact Cost: | AccwmnaTive Suepy Cost:

"FY-83 FEDCASS:. Cowrmact Cost:. Suppry Cost: Dave or CovmiTTee %/AL e

. : . : - Reeiss. PROSRZSS REPORT FER 25 1972
Sruoy Osuscrive: e : . ) coe
TECHIICAL APPROACH:

" Paosazss Duages FY-82:

Mirgea oF Sussects Stwoféd: |

FY-82: TovaL ._(m pate): . Bsrors Covererion oF Stuoy: 7

Sertous/UrswscTed Sioz EFrects i Su3ucTs PARTICIPATING 1n PRoUsCT(1F hove O sTATE):

“ 2 . —

Concr usions:

PUSLICATIONS OR Assmm:s. FY-82:

*w

254




o T T AR N P eREETA NIRRT T T EE s e o s e o T

)

Dare: 12 Nov.82| Vome Lty fio.: #1804 _ ISwvusi luwrzmn e,
Sraari:s Davg: 1 October 1982

Date of CowteTion: anticipated June'83

Kev VoRos: Ipgralesional Bleomycin, Wart treatment
Time c7 ProsicT: Warts, Treatment with Intralesional Bleomycin

Assoctate Investroaroa(s): '
Facreiry: WRAMC

Princtoa Isvegricameals): Charles B. Weber, Maj. MC

Acasanative PERCAE Cost: Feceranarive Conmract Cost: AccuruaTive Supeey Cost:
$0.00 : 0,00 .- . $0.00 _
"FY-85 FECCASE:. Cowrract Cost:. Suppey Cost: Dare oF ComiTree forrova OF

,io,._o,o 80,00 __$0,00 . Mma. PrOSRESS QEPCRT &g 25 1983

Stuoy Dsuzcrive:

— - . Double-blind. test of whether intralesioual bleomycin i.s an
effective ;:ﬂ;m; for previously treatment-resistant warts.

TECHHI AL APPROATH:

. Use patient as their own control by injecting one wart wich
- bleomycin and another wart with dilueat.

" Prosazss Duamr FY-82:

Code not broken, but in double-blinded patients, one wart
has .showm resoiution, while the other one injected had no change.

fiwszr oF Sssecrs Stuoted: |

FY-82: thtee ToraL (To nar') three Berorz Cmsr.oa oF Srus ,v-mo

Sertous/zxpecten Stos Errects Suaﬁc‘s Paamicsparios m Proszcr(iF povi so STATS) ipone

‘s » . -

Coxausians: Preli.minary results look promising.

PUBLICATIONS OR Assmm_:rs. FY-82: jone
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Dare: Oct 1982! Work Uty flo.: 1905 Sratus: _Intemim X Fiis
Srartis Dave: 27 Sep 1977 Dare of CororeTion: 1983

Neisseria gonorrhoeae, local immunity

Key ‘oeas:

TITE cF ProuzcT: Local Immune Response to Neisseria gonorrhoeae in Humans

Paircioa lvesticator{s): EDMUND C. TRAMONT, COL, MC

Johm W. Boslego, MAT, MC
ASSCCIATE ]!".)'ESTIGATOR(S): Jennie Clak, S-12

FaciLiTy: WAL Depr/Svc: Infectious Disease Service
Aecurr_ative FEDCASE Cost: Fecemaative Coniract Cost: Focuaueativa SuepLy Cost:
$20,000.00 $1,000.00 $15,000.00
3 FEDCASE: ntracT Cost:  SuseLy CosT: Dave oF Commitree Aernovay OF
P& FEbus: (o $1,000.00 Fanua Prosazss Repcar FER .—25 1983

et o A 5 o e . e e o = s o o o o

Stuoy OsuzcTive: 1© study the local immune response to mucosal infection
— —  with N. gonorrhoeae or to immunization with a gonococcal
vaccine.
Tecunica Avproaci:Male and female local secretions are collected following
natural infection or immunization. Antibody levels are measured by ELISA
or SPRIA. Functional antibodies are measured via the inhibition of attachment assa:

Proseess [uains FY-82:

(See attached sheet)

fiuwser oF Susszcts Stupied: All human subjects immunized under separate protocol
FY-82: Toraw (70 pare): Berore ComeLeTion o0F Stuay:

Szrious/UnzxPzcTeDp Stoz Errects 1n Susszets Paaticipating 1n Prouzct(iF noxs s stare):
- NONE

These findings suggest that a gonococcal pilus vaccine
may be efficacious in preventing gonorrhea.

T'0BLICATIONS OR ABSINACTS. FY-82:

PR
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Progress during FY-82:

1.

Monoclonal antibodies were raised which are specific against N.
gonorrheae pili (the gonococcal vaccine). These antibodies are
to be used to study the antigenic heterogeneity of gonococcal

pili.

Local antibodies induced by the gonococcal pilus vaccine were
further evaluated and found to bind to heterologous pili. These
antibodies also inhibit the binding of homologous and heterologous
strains” of N. gonorrheae to epithelial cells,

The "functional" antibody which inhibits binding of heterologous
strains to human epithelial cells can be absorbed by a single
heterologous strain. This suggests there is a common determinant
shared by many gonococcal pili which reacts with a functional
antibody indiced by a single pilus strain.
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Darz: 25 Jan 83 Voox Uit Bo.: 1908 Stavus:_leteity_ X Fiia

Svazriess Dave: 4 April 1978 Dare of Comsterion: 1983

Kev boods: ) ejshmaniasis; treatment; pentavalent antimony; Pentostam
Time cr Peosecr: Evaluation of sodium stibogluconate (Pentostam) in the
treatment of cutaneous leishmaniasis.

Paivcieas Isegsricavoris):
1ramon§, t. E ’ E3n¥1e|a, E.:ﬁ., Hendricks, L.U.,

Assccrate Imvesricaro(s): pamplin, €., Chulay, J.

Faciuivy: WRAYC Depr/Suc:  Medicine/ Infectious Disease
Accweative FEOCASE Cosr: Fecurmarivz Cotitracy Cost: Aecusartve SuppLy Cast
0 . 0 $4,000. 00
3 FEDCASS:  Contract Cost: D 7 CommITTES fo g
FY-85 FEpgss:  Corey KO0y e P et rorvgr Uan 1982

Stuoy O3gzctive: a) To evalyate the efficacy of different regimens of sodium
$tibofrluconate Pentostams for the treatment of cutaneous Teishmaniasis. ‘b)
T lae of leishmaniasis and its treatment in mil. personne

TEchiiL APPROXCH:  Unchanged

Prosazss Duaing FY-82:

Huwser o Susszcts Stuoied: _
FY-82; JoraL (0 pats): Berors ComLeTion 07 Stusv:

Szrtous/Unsxeecten Sios Errects 1 Susuzets Participaring I Pasuzct(IF nove s3 sTats):

None

Conerustons:
— See inclosed write-up

PusL1cATIONS 02 ABsTracTs. FY-82: ‘ |
See inclosed write-up
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Work Unit #1908

Protocol: Evaluation of Sodium Stibogluconate (PentostamR) in the Treatment
of Cutaneous Leishmaniasis.

Investigators: Charles N. Oster, M.D., LTC, MC
Jeffrey D. Chulay, M.D., LTC, MC
Jonathan D. Berman, M.D., MAJ, MC
W. Ripley Ballou, M.D., MAJ, MC

Since 1978 we have seen 59 patients with cutaneous leishmaniasis. 55 had
American cutaneous leishmaniasis: 50 of these acquired their disease in
Panama. Among 34 patients with a short period of exposure, the incubation
period ranged from 4-81 days. Diagnosis was delayed an average of 90 days
after onset, due to a combination of the patients' delays in seeking medical
attention (36 days), physicians' delays in suspecting the right diagnosis (38
days) and delays due to difficulties in laboratory comfirmation of this
diagnosis (16 days). Fifteen patients had atypical, non-ulcerative lesions
that would not have been recognized if leishmanial cultures had not been
obtained. Only 30 of 54 patients (56%) were cured with the initial course of
sodium stibogluconate. Lesions larger than 2 cm diameter were less likely to
respond than smaller lesions (40% vs 89%, P=0.016).

Pharmacokinetic studies of our patients (Pamplin, et al) demonstrated
very rapid clearance of sodium stibogluconate. Therefore, when giving this
drug on the standard once daily schedule, measurable blood levels are present
only for the first 6 hours of each day. On the basis of this data, we
speculated that the poor rate of response to treatment was due to the
administration schedule. We tested this hypothesis by randomly assigning
patients with leishmaniasis to receive sodium stibogluconate by three
schedules: A-once daily, B-continuous infusion, and C-eight hourly. Al
received 10 mg/kg/d, to a maximum daily dose of 600 mg, for 10 days. 36
patients were treated under this protocol. The overall response rate to the
first course of therapy was 63%, but was better for schedule A (100%) than B
(50%) or C(42%) (P=0.006). Seven additional patients were treated
concurrently with the standard, once daily, sodium stibogluconate schedule;
only 4(57%) of these responded to the first course.

We are unable to explain the difference in the rates of response between
the identical, once-daily schedules, A and standard. Patients with lesions
targer than 2 cm diameter were equally distributed between the groups. We
have speciated the parasites isolated from 20 of these patients using
isoenzyme technics: 9 were L. braziliensis, 7 L. mexicana, 3 L. chaqasi, and
1 unique, as yet unidentified organism. The response to treatment was lower
for patients infected with L. braziliensis than with the other species (2 of 9
vs 10 of 11, P=0.003). L. braziTiensis lesions were also larger (3.6 + 1.4 cm
vs 1.7+ 1.1, P 0.005).” Therefore, it is not clear whether the low response
rate of the L. braziliensis lesions is due to their larger size, or to some
other property of this species. L. braziliensis patients were equally
distributed among the treatment groups; therefore, chance assignment of fewer
L. braziliensis patients to group A does not explain its better response
rate. so, clinical treatment failures do not appear to be due to parasitic
resistance to sodium stibogluconate (Berman et al).

POV _ ; e




Work Unit #1908

Our experience with patients with cutaneous leishmaniasis has identified
several problems which we will investigate:

1) Diagnosis: The lesions of American cutaneous leishmaniasis often
contain few parasites. Consequently, demonstrating the organism by the
currently available technics (histopathology and culture) is a laborious,
frequently unrewarding task. We will investigate newer technics of hopefully
greater sensitivity: monoclonal antibodies, K-DNA probes, and Western blot
analysis of antibody response to specific antigens.

2) Treatment: Our overall success rate of 60% with one course of sodium
stibogluconate is inadequate. We will investigate whether higher doses of
sodium stibogluconate can improve the response. Furthermore, using the
technics mentioned above, it may be possible to rapidly identify the infecting
species and thus prospectively study the relationship between the species and
the response to treatment.

Abstracts and Publications:

1, Pamplin CL, Desjardins R, Chulay JD, Tramont EC, Hendricks LD, Canfield
CJ. Pharmacokinetics of antimony during sodium stibogluconate therapy for
cutaneous leishmanijasis. Presented at the American Society of Clinical
Pharmacology and Therapeutics. New Orleans, 1981,

2. Berman JD, Chulay JD, Hendricks LD, Oster CN. Susceptibility of
clinically sensitive and resistant Leishmania to pentavent antimony in
vitro. Am J Trop Med Hyg 1982: 31:495-465.

3. Chulay JD, Oster CN, Hendricks LD. American cutaneous leishmaniasis:
clinical presentation and problems of management. Manuscript in preparation.

4, Oster CN, Chulay JD, Hendricks LD, McGreevy P. Pamplin CL, Tramont EC,
Takafugi EJ, Canfield CJ. American cuﬁaneous leishmanifasis: a comparison of
three sodium stibogluconate (Pentostam ) treatment schedules. Manuscript in
preparation.
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Dave: 7 Oct 82 ] Hazx Umer flo.: 1911 Status:  Iutemtdy XX Fipoa

Svazticis Date: 27 Feb 79 Dare oF CowateTion: Extended _ ’

Keyleens: - - :
Time cr ProsicT:  In Vitro Inhibitory Activity of a Series of 2-Acetylpyridine
' ’ Thiosemicarbazones Toward Clipically Significant Bacteria

e — ———— - & ———————— . ar — -

Princroa lvesticatoal(s):  Arthur S. Dobek, Ph.D, . _
- Asscctate livesticaror(s): Daniel L. Klayman, Ph.D. J. Bruce McClain, MD, MAJ

FA.CIL!‘-Y: WREL Desr/Sve: Department of Clinical Investigation
Rcasarative FEBCAE Cost: hecurnattve Caivract Cost: | AccusuLat lsvjeafkgvg.v Cost:
—_— ' ' — e —— |
FY-83 FEL0CASS:  Contnacy Cost: Suspry Cost: Pave o= ComivTEe Poprov S
. ' Banyss. Prosazss Repcar *E%: 25 1983 -

STUDY OBJECTIVE:. To determine the in vitro inhibitory activity of & series of .
2-acetylpyridine thiosemicarbazones and related compounds toward
a collection of clinically significant bacterial organigms.

TECHNICAL APPROACH: The minimum inhibitory concentrations (MICs) of the 62

compounds tested have already been reported in the FY 81 annual progress report.

PROGRESS DURING FY-82: The serious illness of one coauthor (DLK) has interrupted

the completion of a report for publication, specifically that aspect concerning

the interpretation and significance of the chemical structures as related to their
MICs. 1In the meantime a request for a time extension of this protocol has been
submitted and approved so that the MICs of classes of water-soluble thiosemicarbazones

can_he determined
NUMBER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF S‘I'UDY.‘. N/A'
SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT; N/A

CONCLUSIONS: 1. Completion of the report for publicacibn will be accomplished as
soon as it is feasible. 2, The water-soluble thiosemicarbazones
are being chemically synthesized and will then be tested in vitro.

PUBLICATIONS OR ABSTRACTS, FY-82: Abstract was published and data presented at 9
the annual meeting of the American Society for Microbiology, Atlanta, Georgia, y
Mar 7-12, 1982. Abstract title: Inhibition of Clinically Significant Bacterial

Organisms In Vitro by 2-Acylpyridine, 2-Acetylquinoline and 1- and 3-Isoquinoline
Thiosemicarbazones. A.S. Dobek, D.L. Klayman, E.T. Dickson, Jr. and J.P. Scovill.
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Dare: 16 Dec 84 tiosx Uuiy fo.: 1913 Sratus:  InTerin Fres, X
SvaaTiis Dave: 22 Jan 1980 Date_of ComereTion; Dec 82

Key boros: Antibiotics/bacterial susceptibility/resistance mechanisms
Time cF PRoECT: |aporatory investigation of new antibiotics

PrivcreaL InvesTicaroa(s): Charles M. Oster, LTC, MC: Alan S. Cross, LTC, MC

Assoctate Investicaror(s): dmund C, Tr mont, MD; Apthup, S ‘-’°§9"‘§g’15hk?’éoﬂg§2t§eh, M.S.

Faciuity: WA Derr/Svc: Medicine/Infectious Disease Service
Acctuative FEDCASE Cos: Accurunative Coirract Cost: AccuuaTivs SuppLy Cost:
0 . 0 $13,500.00
FY-83 ¥ C:  Conteacy Cost: Sypey Cost: Dave oF Comivres ferroyay OF
_8_ 0 E‘ﬂoo.% f‘NNEAL PaosassstREPczr 25 1983

Stuoy Osuzcrive: 1. To investigate the in vitro antibacterial activities 6T new
- antibiotics againstBaTt®rta isolated from patients at WRAMC.

2. To investigate the mechanisms of bacterial antibiotic resistance.

TECHNICAL PPPROACH: [ yitpro antibacterial activities of antibiotics are determined
Using standard agar-dilution techniques.

Proseess DuRins FY-82: See final - report inclosed, which {s in the form of a manu-
script entitled "Susceptibility of antibfotic resistant Gram-negative bacteria to

mmwgplosmrins" which we have submitted to the Annals of
MuBer oF Susszcts Studien: N;AEY‘HET Medicine.

- FY-82; ToraL (vo pate): Berore ComereTion 07 Stuav:

Sertous/UnexpecTep Stps EFrects N SusuzcTs ParticipatinG 1nt Prouzer(iF woxz s STATE):

Concrusions: Based on in vitro susceptibility testing ceftazidime and Cefoperazone
may be useful for the treatment of antibiotic-resistant Pseudomonase aeruginosa
infections; ceftazidime and ceftizoxime may be useful for antibiotic - resistant
Enterobacteriaceae infections.

PusL.ICATIONS 0 ABSTRACTS. FY-82:

Dobek AS, Oster CN, Cross AS, Dickson ET Jr. Susceptibility of antibiotic
reststant Gram-negative bacteria to beta-lactamase stable cephalosporins.
Submitted to the Ann Intern Med.
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Darz:25 Jap 831 Vo Uurr lo.: 1914 Stavus:_Inrcitg X Fuoe,
Startiis Dave: Date or CoeLeTioNn:

Key Vomas: Prophylaxis; antibiotics; joint arthroplasties

Tine cr Proszct: The evaluation of Ceforanide (IND 12762) vs Cephalothin, ad-
ministered by the intravenous route, as prophylactic agents in patients under-

going hip or knee arthroplasty.

Paincioa Invegricarcals): Edmund .C. Tramont, COL, MC
Assoctare Imvestrcaror(s): MD Tremaine, CN Oster, JW Boslego, WM Berger, ER McKinstry

Faciivy: WRANC Derr/Sic:Med/IDS & Surgery/Orthopedics
Accurararive MECCASE Cosr: ACCW".‘JI_AT!VE Coiivract Cost: Roowwative §J;P;;-E';S1.'“"
ol Q -0
FY-83 FEDCASE:  Cowrnact CosT:  Susery CosT: Dave oF Commitres forrovar O
a0 Q 0 Fanya Prozazss Rercar 26 Jan 1982

Stuoy Oszgzctive: To compare the effectiveness of ceforanide and cephalothin in
preventing infection at the operative site in patients undergoing hip or knee
arthroplasty, :

TECHNICAL APPROACH: g prospective, double-blind comparative study of antibiotic
prophylaxis.

Prosazss Murins FY-82: A total of 87 patients were enrolled. The study has

———

been completed. Data analysis is underway.

lwaer o7 SusszcTs Stupten:

FY-82: JoraL (1o patz): 87 Berors CossLeTion o Srusy: 7

—

SertausAvsxrecten Sios ErrecTs In Susuzcts PARTICIPATING 111 PrasuzcT(iF HONE 83 sTave):

None

Concrusrons: Overall infection rates between the ceforanidée and cephatotiin
groups were similar. A final report will be submitted when data analysis

is completed.

PusLicATGNS 0 AssTRAcTs. FY-§2:
None
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Dave: 26 Jan 83 Voax Lurt fo.: 1915 Status:_Iuteins X Fiss
Startini Dare: 1 Oct 1980 Dare of Cowiemion: 1984

Key Yoros: Fibronectin assay.
Tine cr PROJICT: Eypronection Levels in Critically 111 Patients :

Parmcrear luvegricarcals): Jerald C. Sadoff

Asscciate Imvesticaton(s):
FactLivy: W& Depr/Svc: Medicine/Infectious Disease

——— ——— -t e e

Accurarative FEBCAE Cost: hecwmnarive Caivract Cost: Aecwmative SuppLy Coste
0 0 -0
Fy-83 FEDCASS:  Cowtaact Cost:  Sueery Cost: Dare oF CommiTTe: FemrovaL OfF
0 0 Q brnga Prosrzss Repcar

-

Stuov Osszctive: To determine the role of the level of fibronectin in c¥ifically ;
1T patients as a predictor of survival or complication, and its relation to various ‘

canditions including transfusions and sepsisé, by prospective collection of sera.
TecHiicAL RPPROAH: \ynchanged from original protocol.

Prosazss [uatrs FY-82: No progress has occurred during FY 82 because of a combination

of personnel problems combined with more immediate obligations of WRAIR duties.
i ion of protocol in FY 84.

Ruwsr oF usszcTs Studted:

FY-82: Toraw (o para): Berorz CovereTior of Stusv: 300

Serrous/Unsxescten Sios Ersects in Susuzets Particteartiig 1 Proszct(1F povs so stare):
None
ConcLustans:  pending

PusLICATIONS 0R ABSTRACTS. FY-82:

None
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Dare: 25 Jan 83f Vox Uurr lis.: 1917 Status: leteiiy X Fioa
Startiis Dare: 24 Feb 81 Datre o Cowerzrioy: 1983

Key Vioans: Antibiotics/prophylaxis/neurosurgery

Time cr ProszcT:  Prophylactic antibiotics in neurosurgery: a prospective,
randomized, double-blind, and placebo controlled study.

ParnciraL Investicarcals}: WJ Morris and CN Oster

Associave lmvesticator(s): ED George, DE McDowell, AS Dobek, EC Tramont, ER Mckinstry

Facieivy: WRAIE QEPT/S‘,’CE_ Med/IDS Surgery/Neurosurgery
Accuruative PED0CASE Cost: boccurmarive Conmract Coste Feowmative Sueeey Cost: N
0 0 $1,000..00
FY-83 PEDCASS:  Conteact Cost:  Suseey Cost: Dare o7 Cormitrez foprova QF
0 0 $1,000. 00 P, Pronss Repon b Jan 1982

Stuoy J3J5CTIVE: T determine the effectiveness of prophylactic antibiotics
:‘_n reventin iniections at the operative site in patients undergoing neu-

TEQHiicAL AopROACH: Prospective, double-blind placebo-controlled trial of
prophylactic antibiotics.

Prosazss Duagis FY-82: 200 patients enrolled in the study. Overall infection
rates were similar between antibiotic and placebo groups.

NusEr oF Susszcts Stuored: _
FY-82: 116 ToraL (1o partz): 200 Berors CowevLetion oF Stuav: 220

Szrraus/Unaxezcren Sios ErFects 1 Susuzers Paaticipariis it Prouzet(iF noxs su sTaTs):

Nane

Concrusions: The study will be terminated after 220 patients have been en-

Ig;;ed. Data will then be analyzed and a final report submitted by July

PusL1CATIONS 02 AssTRACTs. FY-82:
None
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c-:4Jan 831 .. L. 1918 T

v foes 1 July 1982 o July 1983

i - Moo: S. aureus colonization, nosocomial infections

Tinr tF Peosors Colonization of newly arrived housestaff members with

S. aureus and its role in the development of Staph septicemia.

e O LI PRREC R Ballou, W.R. . . . e e
gl Cross, Alan

Porin Infect1ous Dzsease -

f—‘" S ne s e Loty 5 T ,v-r . ‘
T T FER-25-ue

Siy REREAIE To detenm1ne rate of S aureus colon1zat1on among newly arrived

hougégiaff and by phage typ1ng to identify k1net1cs of introduct10n w1th spec1f1cs.

‘~ﬂ_-;:nii-“ " Phage type into population.
pasal swabs - culture - - phage type - ana1y51s of data.

ESET N Cultures completed, analysis of data underway

Dosr o s Seeo o )
fv-2. 56 foe Gaonih 5_5h DRz ComerTion oo Sy, 96
T I I I T T T s e e
STLITUSAEREED Dils Lerars i Doases s Do st i gt L e ey sTae

None

Comuitins: 35% carr1age rate by phage typ1ng, severa] ident1f1ab1e types
are predominant, have a possible role in serious nosocomial illness.

- —_— — e T . ————e
R R o A
Pcatenb fund Q7 rngiesd 0. 2y ol

None so far.




Datg: 4 Nov 82 | Mok Univ No.: 1919 Status:  Inrert XXX Fiina

Startiig Mare: 1 Nov 81 Nate oF Comet gTiON:
Key Voros: E. coli Kl Meningitis Monoclonal Antibody

T ¢F ProyzcT: Ability of Monoclonal Antibody against E. coli Kl to Kill Kl1-
P\lv]sliEti:re E. coli in the Presence of Neonatal Neutrophils, Using Neonatal Sera
or Cerebrospinal Fluid as a Complement Source

PrircieaL IswesTicarga(s): ALAN S. CROSS, MD, LTC, MC
Asscctate ImvesTicato(s): W. HENRY WOOLDRIDGE, MD, LTC, MC

FaciLiTy: WAL XXX Dept/Svc: Medicine, (ID) and Pediatrics

Acanrative FEOCASE Cost: Accumaative Caimract Cost: Accumative SueeLy Cost:
0 0 .0 :

FY-83 FEDCASE:  CowrracT Cost:  SuesLy Cost: Dave o7 Coontree FeerovaL OF |
0 0 0 Enyac Proszrzss Pepcar FEB-2-5-1983 J

Stuoy Dsuzctive: To see if monoclonal antibody against important neonatal
antigen would work in vitro with components of neonatal immune system. |

TEcHicAL APPROACH: In vitro phagocytosis with PMN from adults and cord
blood, with adult and neonatal complement sources. Use monoclonal

ell Zollinger, WRAIR.
Prosazss Duaiiis FY-82: Essentially have shown that the monoclonal antibody

works with cord sera and cord polys, but not with spinal fluid as a
ement source.
Humer oF Susszcrs Stuprep:

FY-&.:_L Tora. (10 ‘DATE): 15 Berors ComeLeTiON 07 STUsY: "~17-18

Sertous/UnexpecTep Sios EFrects In SusJzeTs Paaticiparing 1 Prouzet(ir 1oxz SO STATE):
NONE

CoNcLusIoNs: This monoclonal antibody, if it is to be effective in the
treatment of K1 E. coli disease, must work at the bacteremic phase.

PusLICATIONS OR AssTRacTs. FY-82:
Ability of monoclonal antibody 2-2-B to kill K1 positive E. coli in con-

junction with cord blood neutrophils and sera and neonatal spin~” fluid.

Abstr. #155, 1982 Interscience Conferences on Antimicrobial Agenis and
Chemotherapy, Miami, Fla., 1982.




oorilS Deg 82} Ve et i 1920 L P O T
noeres P October 1981 i~ - ..+ .1 Qctober 1984

4y i .: Fever Environmental Cooling o

Tine < frescei: Environmental Cooling and survival in Rabb1ts Infected with
P. multocida

:_McClain, John B.L.
__ﬂgralg, Wiliiam

R pLort Infect1ous Dlsease Serv1ce L

a7 l /-\:\;'\' A UEPCE A NS i l..,. S .. ‘,/' ’_’:;:"-_

L »ﬁ u__L__n o ‘ , ‘$3 545. 00 o
PY 65 PSITASE: Cononacy Gasue ; P r._ﬁ AR

e 535&)00 ‘n~*iY:J FﬂiZSjﬁl

Sruve Saorcvive: 10 determ1ne 1f env1ronmenta1 cooling has a good or bad
effect on 1nfect1on in rabb1ts

Trcn s forntaa iiestaateabes

Tl SRR we are expos1ng infected rabb1ts to cool env1ronments
and measuring survival.

ifc::Ti?L'ﬁ"'\ " Please éeé attached sheet.

o PR - el ) TorttTT T
Pl OO Sundleis S
f‘!J (R ) N
- . N . 4 .
S foom, i L. o i L S :)
R . - - ~ o
c . I T T - -
VUTALERATI R LT b nEC ‘ Bas o
ORI le'd AR . it L ST Iy oavais):

No
(o0 31313

We have deve]oped a rabb1t model wh1ch shows trends that seem
to indicate that environmental cooling may increase the mortality of
infected animals.




PROGRESS REPORT FY '82

Wwork Unit: 1920

1. In the last twelve months operative procedures were performed on 26
rabbits. Three rabbits died in the perioperative period probably as a
result of the surgical procedure.

2. HNine animals were used developing the correct innoculum for an LD-50.
3. Seveateen rabbits were used in a pilot study of the model to adjust
the temperature of the environment and the innoculum for the correct
LD-50. )

4. The survival data from the Pilot study:

Conditions # of Animals Survival Time
Cooled {99C) 3 74 hours
Infected (107-bugs) 5 80 hours
Infected & Cool

(107 -bugs + 99°C) 5 37 hours
Neither 2 96 hours

5. The study was interrupted by difficulty obtaining approval from the
Animal use committee at WRAIR. We have amended our protocol and upon
receiving authorization will proceed with the rabbit study.

6. Funding - In FY 82 the following expenditures were made in support
of the protocol:

a) Disposable supplies (tape, sutures, etc.) Cost - § 801.00

b) Capilal items - Recorder, Recording thermome-
ters. Cost - $2744.00

7. Animal. used in the original pilot study were obtained free from an
expired orotocol at WRAIR.

it il e
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Darz: 25 Jan 83} Vo Luir Ba.: 1921 Status: _litzity X Fiose )
Srarrizs Dave: 1982 Date oF CovsieTion: 1985

Key jouns: Macrophage, Leishmania; 1ymphokinis; intracellular infections.

TiTLe cF Prodzct: Human macrophage activation for the killing of Leishmania ,
donovani. ,

Paincioa IsvesTicarsals):Dayid L. Hoover and Charles N. Oster

Asscciate livesricaroz(s): .
|

FaciLity: WAL Depr/Ssc: Medicine/Infectious Disease
= = = = T TTTT = ;
Accusrarive TEOCASS Cosr: Recurmparive Conmracy Cost: AecuemiaTive SuapLy Cost:
- i
FY-83 EDCASS:  Conreact Cost:  Suoeit Cost: Darz o7 Coumivres feerova, OF
0 0 _$2.,000.00 FanpaL Procrzss Repcat FEB 2 5 1983

Stuoy Dsuzerive: 1) To investigate macrophage-parasite interactions using

eishmania as a model for intracellul ipfecti . 2) To learn how to
liﬁnﬂmmgﬁnhiggslgg; ?ﬁtrgcghu?ar ﬂ?ﬁng )

TEcHuiCAL £oPROACH:

Pacs2:ss Duanns FY-82:

lws3R oF SusszcTs StupiEd:
FY-82: 15 ToraL (o patz): 15 Berors CowoLETioN 0F Stusv: 200

Sertcus/Unzxezcten Stos Errects 1 Susuzcets PaaticipaTliis Iit Prouzet(IF nons s sTATS):
None '

ConcLustons: see Attachment

PusLICATIONS 02 Assm/\cfs. FY-82:
See Attachment




Work Unit No: 1921

PROJECT TITLE: Human Macrophage Activation for Killing of leishmania

donovani:

PRINCIPAL INVESTIGATORS: David L. Hoover, M.D,, MAJ, MC

Charles N. Oster, M.D., LTC, MC

Prior work performed in Dr Carol's Nacy's laboratory has characterized
the interaction between leishmanial amastigotes and murine
macrophages. To test the applicability to a human system of concepts
of intracellular killing of leishmania by murine macrophages, we have
initiated a program to examine parasite-macrophage interactions using
human cells,

Initial efforts have been directed toward locating appropriate
sources of human mononuclear phagocytic cells and establishing systems
to investigate infection of macrophages or monocytes and subsequent
intracellular replication of parasites. We were interested in
obtaining purified monocytes for use in suspension cultures, since the
large number of lymphocytes in Ficoll-Hypaque-separated mononuclear
cell preparations interferes with accurate light microscopic
evaluation of infected cultures. In the first series of experiments,
monocytes were purified by counterflow centrifugation-elutriation of
Ficoll-Hypaque-separated mononuclear cells obtained fram volunteers
undergoing leukapheresis., This procedure resulted in a preparation
containing about 108 monocytes, approximately 85% pure, with
some lymphocyte and neutrophil contamination, but required 10-14 hours
for cell collection and separation. Moreover, cells could not be

separated without contamination by potentially endotoxin-containing

fluids. Although cell viability was excellent, monocytes had deformed
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Work Unit #1921

membranes and were sticky. We therefore investigated methods of
separating monocytes from Ficoll-Hypaque mononuclear cell preparations
using continuous Percoll gradients. This technique resulted in ¢-15 x
10® monocytes from 50 ml of blood, with purity of 60-85%.

Using either elutriated monocytes or Percoll-separated monocytes, we
have defined the kinetics of infection and intracellular replication
of the parasite, demonstrating that organisms are rapidly taken up
during the firsc 4 hr. Log-phase replication then occurs for the next
60 hr. In order to determine conditions that optimize the growth of
parasites in our system and to provide a basis for further studies of
lymphokine-mediated intracellular killing of the parasite, we have
also begun to examine the effect of normal and immune serum on uptake
and subsequent intracellular fate of parasites in macrophages in
suspension culture. Fresh human serum has been shown to kill
promastigotes but not amastigotes of L: donovani; the effect of fresh
serum on amastigotes and promastigotes of L: tropica is not known.
Also not known is whether immune serum influences the interaction of
human monocytes or macrophages with parasites.

Preliminary studies have also been performed on the
mechanisms of activation of human monocytes for the killing of
Leishmania: These results have not been encouraging, although others
have demonstrated that L: donovani can be killed by monocyte-derived
macrophages exposed to lymphokine-rich supernatants of lymphocyte
cultures. A number of sources of mediators must be examined before we
can conclude that monocytes are refractory to lymphokine-mediated
intracellular killing; studies in the murine system, however, suggest
that young mononuclear phagocytes, including blood monocytes, respond
poorly to lymphokinns.
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Work Unit #1921

To overcome the potential problem of unresponsiveness of human
monocytes to lymphokines that mediate intracellular killing, we have
also initiated studies on human peritoneal cells. Macrophages have
been collected from women undergoing diagnostic laparoscopy.
Preliminary data indicate that these cells will support the growth of
L: tropica: Characterization of these macrophage populations, however,
suggests that most samples represent a mixture of resident and
inflammatory macrophages, even in women who appear normal at
operation. As previously noted for murine cells, peroxidase positive
human macrophages are more susceptible to leishmanial infection than
are peroxidase negative cells. The ability of these cells to respond
to lymphokines for intracellular killing is currently being examined.

Our efforts are currrently being directed toward continued
survey of cytokines for activities that enhance microbicidal activity
of human monocytes and peritoneal macrophages. Once such mediators
have been detected, we also intend to investigate the mechanisms of
their effect and potential modulating effects of antibody in
intracellular killing by lymphokine-treated macrophages and monocytes.
Such studies may have considerable relevance to the development of

immunotherapeutic regimens or vaccines.

Unpublished abstract:

Oster ON, Hoover DL, Nacy (A, et. al. leishmania tropica growth in

purified human monocytes and human peritoneal macrophages. 31st Annual
Meeting of the American Society of Tropical Medicine and Hygiene,

Cleveland, OH 1982,
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tram et J..Bruce McClain, A. Dobek

HOE A, 8i o -
RIS _' P ords: Infectwus D1sease Serv1ce
Jrourooaie: 1etlSl Coor T ¢ i’,),.(: Foovs neiy 5,,_ .'&G:.;:.-__
TS - - - S] 600 00 __ _ . _ -
Py-53 1EDGASE: Coaresdi Gzt Sy Do I .; e 0 el S s L
- °/z 50_0_(progected) R -,,.__'_;;, ‘.2 FEB.25 1983
To deve]ope an ELISA for Lyme organism. T
I ZT;-H,T' T T
Pnizizs D317 07 See attached sheet T
i Iy o i ] r_:v\ —j' o
fr-2p 2 Yo, Gane) 2 . 5. 2002
el Sid oenis an & P B s ey T
TR TR o ——

HMEET e have developed [munoflourescent techm ue and ELIS
cetection of artit dies to Lyme Arthritis organism. g A for

ST e oY) ST e




PROGRESS REPORT FY 82

Work Unit - 1922

1. We have received the Lyme Arthritis organism and have been able to
propagate it in vitro.

2. We have innoculated 12 rabbits with Lyme organism and adjuvant and
have been able to demonstrate seroconversion of the rabbits by use of
Indirect Immunoflourescent Technique. We have performed blinded tests
on the same rabbit sera and have been able to detect pre and post immu-
nization sera in a blinded fashion.

3. We have received serum from Or. Jorge Benash in New York who has
documented a positive serologic reaction by indirect immunoflourescence
in a patient with a compatible clinical syndrome for Lyme disease. Using
that sera we have developed a sensitive enzyme linked assay which can de-
tect antibody out to 1:20,000 using whale spirochete as the antigen. We
have tested two sera from patients and found one of them to be positive
by our assay.

4. We plan to perform the assay on the sera of 300 recruits from Fort
Dix New Jersey to develop a standard curve of the amount of antibodies
present.

5. We plan to develop a flourescent assay for the Lyme arthritis organ-

ism.
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Dy i Trimethoprim = Sulfisoxazole

VIME ¢F ficlelt Teimethoprim - Sulfisoxazole r‘1famp1n synergy in resistant
gram negative bacteria.

15': _J, Bruce McClain e
Al Dobek

lrfﬂhfz Infectious Disease Servi;e__

hsalbien = Sl onpeas i I B R ottt
FLCU A (V3 f;_[JJ 2= Cesre I’ Aoct e anivs {eaoooo b CO AL Gay Cosye
1$200.00 -

Jv-d3 TEDLASEe Qoarmeact CosT: Suoely Souvs i 1«(; R N
N S | Lo Posiss favee s PEB 25 1983

Snv sngleny To determine if there is frequent synergy between
TMP/SMX and R1famp1n

B - - . ————— e et e

TUATSAL FoRn

‘;;;;_:;,“_,ri: Do synergy stud1es

Poozrizs Bruis 128 S

See below.

. e T T h T Tt
s U7 Jhsemeis Sudran:
v |
Wl . forag (o Ll
B s -
smcuzsiimezaiee Sioz bracais g S b g

(083350 Synergy between TMP/SMY and Rifampin in a library of resistant
organisms at this hospital is not common.

o ———— EE o - — s o it = n . amw e . 4

ny T ) S TTT T

freocicatons o fssoeer L [Y-S0:
Progress During FY-82:

1. We have examined using the methods described in the protocol around
600 organisms for synergy between TMP/SMX and Rifampin. We found synergy
in 5% of isolates in the therapeutic range of the agents being examined.
This combination may occasionally be useful but it is so infrequent that
the phenomenon is not reportable.

2. We would 1ike to close out this protocol.
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Date: 8 Oct 82} Mosk Unir fho.: 2000 Status: Iuremis X Froo
Srartits Nate: 1978 Date o7 CrwoteTioNn'  Indefinite

Key Yiors: GLWWWW
Time crF PROJZCT: The effects of gastric surgery on the release of pancreatic
polypeptide

Privcrea Isemsticaroals): John W. Harmon, LTC, MC, USA

Asscciate InvesTiGatoR(s): Lawrence Johnson, COL, MC, Ian Taylor
Faciivy: WRANC l Depr/Svc: Surgery - Medicine

Acazanative FEDCASE Cosr: Eecunmaative Coitract CosT: Accuwatve SuppLy CasT:
None . i
FY-83 FEDCASS: Contract CosT:  Suesy Cost: Date oF CoronTTEE A9PRO

fawysL PRO3RZ5S REPORT #é) o5 1983

Stupy 03JECTIVE: To determine the roles of the pancreas, the gastric antrum and i
the vagus in the release of gastrointestinal peptides ]

TECHNiCAL APPROACH:  To compare serum levels of GI peptides in response to a
meal, before and after gastrointestinal surgery.

Prosrzss Du2ins FY-82: 6 additional patients were studied. 4 of these patients
had Zollinger Ellison syndrome which adds another potentially important aspect

to this study.
Munser oF Susuzcts Stupten: Indefinite

FY-82: Tor2 (1o pave): Berorzs CorereTion 07 Stusy:

Ser1ous/UnsxescTeD Sipz Errects 1y SuagzeTs Paavicieating 1 Prouzcr(ir mong $9 sTate):

papagr a—vge—y

None
Concrusions:

Satisfactory progess

PusLICATIONS 02 ABSTRACTs. FY-82:
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Pate: 19 Jan 83 Mok nir No.: 2002 Starus: INTERIM Free, XX
Staziyig Dare: 1980 Larir oz (orerion:  Indefinite

Key domos: Pancreatic Surgery, insulin

TitLe cF ProJzcT:
PANCREATIC ISLET PRESERVATION

Princizan lavgsticaroals): John W. Harmon

Assccrare lavestIGaror(s):

Faciuity: WA Depr/Svc:  Surgery
Accuswativa FEOCRSE Cosr: Accumaative Coiitract Cost: ewauLaTiv: SuppLy CosT:
none none .
FY-83 (TLCASE:  Cowrmact Cost: Susery Cost: Darz 07 Cocomntree ferrovsL OF
_ none none FamyaL Prozazss Pepoat
Stuoy Jsgzcrive: To develop methodology to preserve pancreatic islets )

for transplantation

Tecwiica A2PROACH: To cryopreserve pancreatic islet tissue obtained from
surgical specimens.

Prcaazss [uaus FY-82:  No progress was made on this protocal because the
original principal investigator left the army and
no one is now available to carry out the work.

tuser o7 Susszcrs Studied:

FY-82: none Yoras (70 pata): Berorz ComeLeETION OF STUsY:

Szrtous/Unzxezcred Stos Errects i Suzszets Paaticieariis 1 PosuzerCir ion2 §9 sTATE):
none

ConcLusions:

none

FusiicaTiONS O AssTrRacts, FY-82:

none
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Darz: 5 Oct 82 | Hosk Guwit No.: 2003 Status: Interin x  Frea
Svartits Dave: 1980 Nare o ComeLzTion: Indefinite

Key biomds: Neogut, short bowel syndrome, gastrointestinal Surgery
Titee cF ProuccT:
Use of copolymer as a lattic¢ for growth of neogut

Prircrear luvesticaroals): John W..Harmon, LTC

Assocrate Imvestigaron(s): BmT_m,J CPT. MC
FaciLivy: WRANC Depr/Svc: Surgery

Acaemuative FEDCASE Cosr: Becermnative Coivract Cost: AccunuLative SuepLy Cost:
"FY-83 VEDCASS:  Cowtmact Cest:  Sueery CosT: Dare o= CommiTres ferrova OF
Famyar. Prosrzss RepoaT &_5_2_5135)

Sruny O34zcTIvVE:

To expand the surface of the small intestine

TEcHNICAL APPROACH:

To develop techniques in rabbits to grow small bowel mucosa

Prosress Duarnis FY-82: A method was developed to grow small bowel mucosa on
abdominal wall pedicle flaps. Studies using this techniique were published
. 2

HuseR oF SusezcTs Stubied: N/A

FY-82: Toraw (1o pate): Beeore Comerevion o7 Stuay:

Sertous/Unzxesctep Sipe Errects In Susuzcts Paaticiearing i Prouzet(iF iong sa STATE):

N/A__

Satisfactory Progess

PusLICATIONS oR AssTRAcTs. FY-82:
1. Surgery 91: 293-300, 1982
2. Surgical Forum 32:81-84, 1981




Explanation for changes in the budget for CIS Project #2003

Use of a Copolymer as a Lattice for Growth of Neogut.

PI John W. Harmon, LTC, MC n \“ \s
N WD

The project for growth of neogut is directed at developing a
strategy for expanding the surface area of the small bowel to allow
adequate absorption of nutrients in individuals who have '"short bowel
syndrome". Short bowel syndrome can result from trauma, vascular
comprgg}se, or intrinsic bowel disease such as Crohns disease.

We were directed by BG Garrison Rapmund to seek CIS funding for
this project in 1979, Accordingly we submitted a CIS proposal and it
was approved. In FY 1981 and 82 we were authorized $46Q00 per year for
this project, but for administrative reasons we did not spend the money.
In 1981 we also attempted to hire a technician for this project, but
again were unable to accomplish this goal.

In August of 1982 CPT Barbara Bass arrived at WRAIR and she has
started work on the neogut project. For her work we are ordering
consumable supplies and animals with CIS funds. With the assistance
of WRAMC C1S the administrative approach to purchasing through CIS is
now working very well.

The approach to growing neogut has developed over time and now
includes 2 basic thrusts. The first is to disperse rat small bowel
mucosal cells, grow them briefly in tissue culture, and then implant
them in Gelfoam squares in allogeneic hosts. The second is to
transplant whole fetal small bowel into allogeneic adult hosts.

Two publications emanating from this project are attached.




' Darg: 20 Jan | Hosx Uner fo.: 2004 ) Status:  Tureris Fioa XX
o S ERIM_____rdwa 2
_SvarTisg Dare: . July 1980 Pave oF Comeerion: . Dec 1980
TATUUI, ve'rrt.‘rt—a—t-o—ry—‘r'e 3 titarion

Key Vioeps: Analgesics: morphine, anestheric techniques, epidural
' nmITTorics

Time cr Progicr: Epidural Morphine and Ventilatory Drive
in Man .
Prirvcipal Isvesticarsals): ROBERT L. WATSON, COL MC

Dennis D. Doblar, CPT MC, Abbrect, Reynolds

Asscctare livesticarar(s):
& Muldoon

AR ad -,
FaciLiry: WARE _ Depr/Sic: _surgery [snesthesia & Operative
Accurwnative FECCASE Cosr: Accumarive Coutract CosT: FEG fov ATive SuepLy Cost

0 : 0 0.
FY-85 IELCASE:  Cowreact Cost:  SuppLy Cost: Dare oF CorviTice Aeprovar (7

— 0 0 Famyss. Prozazss Repoar Apr 83
Stuoy ds0zcTive: To measure changes in ventilatory control if @an.
produced by the admlnlstratlon of Epldural Morphine for the
= in .

Fxﬁh . £22203cH: Open study using patients as their own Contror.
After epidural local anesthesia, 1 hr and 6 hrs post epidural
morphine injection.

Prosrzss B.Pmc Fy-82:

Study completed December 1980.

Wussr o7 Susuzcrs Swuorep:
FY-82: 10 ToraL (vo pats): Bzrors ComeLevicy o7 Stusy:

Szricis/nsxazcren Sios Ersecys v Susszers Parviciearing i Prous Cl(lr [1ONE SO STATE):

Conrrusions: Ventilatory response blunting occurs one and sixX nours

post epidural morphine injection without correlation to the serum
morphine. levels. Response is not significantly different from that
of parenteral morhpine, although analgenic persists for 8 - 25.5 hrs.

BLICATIOMS 02 ABSTRA . -0l

P oz hgsteacts. FY-82 Study won Young Investigators Award at
Annual Postgraduate Assembly of Anesthesiologists in New York
City, Dec 1980.
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ATT I MTION OF:

Joy D. Miller

Cliaical Research Coordinator
Dopaciment of Madical Reseavch
Hof fuun-TaXochs Luc.

Nugiey, W 07110
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Dear Mr. Miller:
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Study - 1
Protucol 21.8
PT 11-20

Label uvnbrokan

Study = 1

Protocol 2198

PL 21-29

Label wibrok.a TOTAL

Study - 1
Yrotocol 2196
PT 31-4)
shel unbroken MNone

Study - 1
Protocol 2198
PY 41-48 : None CLOTAT, s (2 ml)

CRAWD TOTAL 8 awps usad L 0oamps raturusd

Midazolam 59 mgn

(asthezhydrochloride)

10 ml - 50 ngm

F 13

C111760-01 2 vials (partial) ubreten vials
2 partial vials

GRAND TO[AL vials returned

The Investigational Drug Digposition (M214) is also cnclosad in this letter
and a copy will accowpany the shipuwaat of drug.

I assumz that the records I have in my file ara my capilus; however, if
this belongs to you, then please inform we and they will also ba forearded,
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Date: _February 17,1

TO: Hoffmann-La Rochz Inc.
340 Kingsiand Girs2
Nutlay, MNaw Jursey 071140

FRCM:  Investigator's Mamier Robert Watson, N1.D.
Chief of Anes,hesinlogy
Addrass: Walter Read Army Hospitel
P.0. Box 376
Waslrington, OC 20414

Protocal Mo 21980 remi D ane  Fidazalan
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Darz: 20 Feb 83 Mo Gwr Ho.: 2007 Stavus: Intemin X Fiss

Srae7irs Date:  June 1981 Date oF ComaLeTic:i:

Key lomps:  Skeletal Muscle, Contracture Response of Skeletal Muscle

Tine ¢r Pragzct: In Vitro determination of the response of skeletal muscle
to caffeine, halothane & caffeine plus halothane

Princrra IsvegTicarcals): ROBERT L. WATSON, MD, COL, MC

Assoctate Itvesticator(s):  WILLIAM KEEFE, MD - SHEILA MULDOON, MD

Faciiry: W X Derr/Szc:  Surgery/Anesthesia
Accusarative YEDCASS Cosr: Beceemaarive Coimract CosT: Accwwative Suepey Cost:
9] 0 . 0
FY-83 i-"E8CI\SE: Contaact CosT:  Suspry CosT: Dare o CommiTrEs foerovaL Of
_ 0 0 Ennyar Prozrzss RepGRT
mCTIvE « To determine response of normal skeletal muscle to drugs
Sruny O5JCTIVE: caffeine & halotgane. This will be compared with response

of individuals who have experienced malignant hyperthermia.

TecHnicaL APPRoACH:  TIsometric tension measuring apparatus at U.S.U.H.S. is used
for basic determination, collaboration with Bethesda Naval
MC and histochemistry section AFIP continues.

Prosrzss Duains FY-82: Stud{ expanded to include subjects from outside WRAMC.
- Total studied contracture tests is now 32 subjects.

Parallel studies on dog muscle O> consumption initiated.
fuser oF Susszcts Stunien:

FY-82: 4 ToraL (To DATE): 9 Bzrors CowLETiON 0F Stusy:

SertousuzxpscTeD Sioz Errects 1n Susuzers Paaricipating 1o Prauzet(1F pave SO sTaTe):
None . .
CoxcLustons:  Strong correlation of halothane induced contracture and
elinical history of MH appears to be present. Halothane

caffeine contracture test appears to be sensitive but with
a high false positive rate.

PUBLICATIONS 02 ABSTRACTS. FY-82:

None
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Date: 8 Apr 83 | Moax Uwit fo.: 2009 . Status:  [nrzrin Fia, XXX

Staaties DNare: Pate or (ometevion: Never completed, Investigators

Key Voras:

Time c7 Paoszcr: - Venous Sequelae Following Intravenous Lorazepam

and Diazepam. :

Patricia A. Stipetich, CPT, ANC
Princrean Investicaroa{s): Tom Fusco, CPT. ANC

Asscctarg lnvestrcaraals):

Facteiiy: W3AHC Depr/Swc:  Dept of Surg - Anes & Oper Sve
Accurar At vz FEOCRSE Cost: Fccunar vz Coiivract Cost: Fecumuazive SuppLy Cost:
FY-83 iEDCASE:  Cowrmact Cost:  Supey Cost: Darg o7 Corntres ForrovaL Of

Exnyar Prosrzss feecar

py P parym——" - o i i e e o ot . e e o B . o o

Stuoy J3gzcTivE:

TECHHICAL APROACH:

Pros2z35 Duatns FY-82:

Buagr oF Susyzcts Stubied:
FY-82: ToraL (70 parz): Berors ComeLeTion 07 Stuay:

Ser1ous/UnzxezcTed Sips Ereects it Susszers Paaticieariig v Prouzet(is 1082 s3 STATE):

ConcrLustons:
PROJECT WAS NEVER STARTED.

Pust 1cATIONS 03 AsstracTs. FY-82:




MAIN SUMMARY SHEET

APPLICATION FOR CLINICAL INVESTIGATION PROJECT

1. PRINICIPAL INVESTIGATORS:

Patricia A. Stipetich, CPT, ANC, Student, School of Anes-
thesiology Nursing, WRAMC.

Tom Fusco, CPT, ANC, Student, School of Anesthesiology
Nursing, WRAMC.

2. PROJECT TITLE: Venous Sequelae Following Intravenous
Lorazepam and Diazepam

3. OBJECTIVE: To compare lorazepam and diazepam in terms of
incidence of venous sequelae following intravenous injection.

4., MEDICAL APPLICATION: Previous studies have thus far .indicated
a lesser degree of patient discomfort when receiving
lorazepam than with diazepam. Lorazepam additionally
appears to provide a longer duration of action and a great-
er degree of perioperative amnesia.

|

5. STATUS: Refer to attached Research Proposal, section titled
Review of Literature.

6. PLAN: Refer to attached Research Proposal, section titled
! Methodology.

T g T OGSy

. 7. BIBLIOGRAPHY: Refer to attached Research Proposal, section
; titled Bibliography.

, 8. FACILITIES TO BE USED: Will conduct preoperative and post-

i operative patient anesthesia interviews on clinical wards.
The administration of the drugs will occur within the
Operating Room facilities.

9. TIME REQUIRED TO COMPLETE: Anticipate beginning and completion
of research project in November 1981 and August 1982 re-~
spectively.

10. PERSONNEL TO CONDUCT PROJECT: Principal investigators as above.

11. FUNDING IMPLICATIONS: NA

2818




Darz: 1 OCT82] Hosk Uner No.: #2010 Sratus: YN Firea

Sraqriis Naver 1DECSBL Date o Cworevion: JOSEPB2

Key \oros: Anesthetic gases, vital capacity

Tine cF Prossct: A Study of Humidified Anesthetic Gases and
Postoperative Vital Capacity Measurements

Calderwood, Philip CPT ANCS E‘lXﬁéde§6 Randall
3

Principa Investicator(s):CPT ANC; Remington, Kenneth C ung-
Totero, Frances CPT ANC,
Asscciate [nvesTiGatox(s):
Faciity: WRAILC Deer/Svc: Dept. of Nursing/Anesthesia Sve.
Accusative FEDCASE Cost: AcCUmRATIVE Cg:zmacr Cost: AccumuaTive c?.wm_\r Cast:
0 .

FY-83 FELCASS:  ContracT CosT: CosT: Dave oF ComiTTeEE Aerrova OF

_“&U___ e ey FawuaL Prosazss RepoT 2BNOVSL

Sruov O3yzcTive: To determine any significant difference beteen dry
and humidified anesthetic gases.

TecunicaL PeproacH: Measurement oi vital capacitl P
a

120 mins. post extubation of two groups of pts.

(one group with dry anesthetic gases and the other with humidified.

Prose:zss Durins FY-82: study completed, final paper being written.

Nuszr oF SusyzcTs Stwpied: .
FY-82: 15 ToraL (vo pare): 15 Berore CowereTion oF Stuoy: O

Szrtous/Unexescten Stoz Errects v Susuzcts Paaticieatiig 1nt Prouzet(iF 1oz so STATE):
NONE

ConcLysions: Final conclusions being written and will be presented
in paper. Preliminary conclusions find no significant d4if-
ference between patients' vital capacities whether dry or
humidified gases administered intraop.

PusLICATIONS 02 ABSTRAcTs. FY-82: NONE presently
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Darz:3 Jan 83] Vamx Lutr Na.: 2111 Starus:  Iwrcaun X Fica

StarTyis Dave: March 1982 Dare o Covsievicy: December 1983

Key }omas: Stroke/Carotid Endarerectomy

Time cF ProJdicT:

Subclinical Stroke Following Carotid Endarerectomy.

PrincioaL IsesTicaroals):

Associate lmvesticaror(s): G.P Clagett, Jeffery Black, William Smith

FaciLivy: BRAME Depy/Svc: PVS  (Neurology/Radiology)
Accuse_ative FEBCASE Cosr: Becwsa avive ConTract CosT: hecunLaryvs S’JPPL\:-E;ST:
"FY-83 EDCASS:  Cowrract Cost:  Suspy Cost: Dare oF CormiTres AowROM

hanyar, ProsRzss Repcar %&3 5 1983

Stuoy Q3JzcTivE: To detemine the incidence of subclinical stroke
following carotid endarerectomy.

TECH#icAL A%PROACH: pre and post carotid endarerectomy neurolgic
examinations and CT scans.

Prosazss Dumins FY-82: poor, frequent scheduling proglems in OR + CT
CT scans.

tuiBER oF SusszcTs Stupien:

ndar yr R :
%?—5: 8 ToraL (to pate): 8 50

Berorzs ComereTioN 07 Stusv:

Serious/Unsxeecten Sips Errects In Su3uzets Participaties 1o Prouzet(is navns $9 STATE):

None

Concrusons:

~None to date.

PuBLICATIONS 02 Assmv:'l"s. FY-82:

Py




Work Unit Number: 2106 Interim Report

Title of Project: Management of the Hemodynamically Significant,
Asymptomatic Carotid Bruit

Investigators:

Principal: LTC G. Patrick Clagett

Objectives: (1) To determine the most appropriate management of
patients with asymptomatic, hemodynamically significant carotid
bruits, (2) to determine the natural history of asymptomatic
extracranial vascular disease, (3) to determine the role of
non-invasive diagnostic techniques in the management of patients
with asymptomatic extracranial vascular disease.

Technical Approach: Consenting patients who are asymptomatic for
cerebrovascular disease who have hemodynamically significant
carotid stenoses (as determined by non-invasive studies) are
eligible for randomization into two groups. Patients ineligible
for randomization include those who have had carotid
endarterectomy on the side in question, those judged too frail to
undergo carotid endarterectomy, and those who don't consent.
Patients randomized into the surgical group will undergo
arteriography and carotid endarterectomy if an operable lesion is
found. Patients randomized into the second group will be treated
with aspirin, 650 mg twice daily, and followed closely (every 3
months). If patients in the second group develop symptoms, they
will then undergo arteriography and carotid endarterectomy.

Progress and Results: Since April 1979, 50 patients eligible for
entry into the study have been identified. Of these, 27 consented
to join and 23 have refused. Of those entered, 13 were randomly
assigned to the aspirin group and 14 assigned to the surgical
group. Of those on medical therapy, five have become symptomatic
for cerebrovascular insufficiency on aspirin and have required
arteriography. On arteriography, two patients were inoperable;
one had an occluded internal carotid artery and the other had
diffuse intracranial disease. The remaining three patients had
tightly stenotic lesions at the carotid bifurcation and underwent
uneventful carotid endarterectomy.

In the surgical group of the 14 patients assigned to this
group, one patient refused arteriography and subseguently died.
The other 13 patients underwent arteriography. One of these
suffered anaphylaxis during arteriography and secondary myocardial
infarction. He is currently considered unfit for surgery. The
remaining 12 patients have undergone carotid endarterectomy. With
the exception of one case in which the patient suffered
postoperative subendocardial myocardial infarction, these
operations have been uncomplicated. On follow-up, two patients in
the surgical group have died. Both deaths were unrelated to
cerebrovascular disease.

Conclusion: The number of patients remains too small and the
follow~up period too brief to draw firm conclusions. We continue

to enter patients into this trial and will continue to do so for
at least another year.
284




Work Unit Number: 2109

Title of Project: Etiologic Factors for Recurrent Carotid
Stenosis

Investigators:

Principal: LTC G. Patrick Clagett

Objectives: (1) To determine risk factors for the development of
recurrent carotid stenosis following successful carotid
endarterectomy

Technical Approach: Patients with surgically or angiographically .
proven carotid restenosis comprise the study group. These :
patients are age and sex matched with patients who underwent
carotid endarterectomy during the same year. The second group of
patients comprises the control group. On all patients, the ;
following information is obtained: symptoms and other indications
mandating first procedure, angiographic findings, operative
details, immediate postoperative morbidity and mortality,
histopathologic findings, and presence of atherosclerotic risk
factors. In addition to these data, study patients and control
patients will have blood drawn for determination of cholesterol
and triglyceride levels as well as lipid fractionation studies to
determine the relative amounts of HDL, LDL and VLDL cholesterol.
Furthermore, both groups of patients will undergo threshold dose L
response platelet aggregometry to ADP epinephrine and collagen.

Progress and Results: 35 patients have been identified with
recurrent carotid stenosis following successful carotid
endarterectomy. A case-control study has been completed in which
21 patients with recurrent stenosis were age and sex matched with
control patients who underwent carotid endarterectomy the same
year but who did not have evidence of recurrence. The data were
analyzed and the conclusions are listed below.

The next phase of this study is to analyze the
histopathologic material. The plan as outlined in the original
protocol is to compare the histopathology of the original carotid
endarterectomy specimens with the recurrent lesions. 1In addition,
we wish to compare the characteristics of the original specimens
with the control patients' specimens to detect any differences in
the original atherosclerotic plagques. The co-investigator for
this portion of the study is Dr. Max Robinowitz from the
Cardiovascular Service of the Armed Forces Institute of Pathology.
We are currently retrieving the original slides and paraffin
| blocks on these patients. To date, we have retrieved material on
} approximately 20 of the study patients and 10 of the control
| patients. Microscopic analysis of this material will be in
t progress during the next year.
|
|

Conclusions: To date our studies have led to the following
conclusions: (1) Cigarette smoking following carotid
endarterectomy is an important risk factor for recurrent carotid
stenosis, (2) other atherosclerotic risk factors and
hyperlipidemia are common in all patients undergoing carotid

285
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endarterectomy and are not predictive of recurrent carotid
stenosis, (3) females are not higher risk of recurrent carotid
stenosis and, (4) aspirin and other antiplatelet agents do not
appear effective in protecting against recurrent carotid stenosis.
These findings were presented in a paper entitled, "Etiologic
Factors for Recurrent Carotid Stenosis: A Case-Control Study", at
the annual meeting of the International Society for Cardiovascular
Surgery and Society for Vascular Surgery, 19 June 1982, in Boston,
MA. Abstracts detailing these findings have also been submitted
for consideration for presentation at the American Heart
Association's 8th International Joint Conference on Stroke and
Cerebral Circulation in February 1983. An abstract has also been
submitted for consideration for presentation at the annual meeting
of the Southern Association for Vascular Surgery in January 1983.

Funding Requirements: To date there has been one travel
requirement for presentation of a paper which cost $300.00

Publications: Clagett, G. Patrick, Rich, Norman M., McDonald,
Paul T., Salander, James M., Youkey, Jerry Y., Olson, David W.,
and Hutton, John E., Jr.: Etiologic Factors for Recurrent Carotid
Stenosis: A Case-Control Study. Accepted for publication in

Surgery.
Type of Report: Interim

286
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tames Teopp 2112
DATE: 10 qune 198p W3RX L0IT 0.

Status:  [nTeRim FInal  gxx

STaR7:.5 DATE:  Jan '79 Date o ComeLETION: Apr_'82

Key Viz=os: Prostatic Valve, S;. Jude ’ !-
TimLe cF ProuzcT:

EVALUATION OF ST. JUDE VALVULAR PROSTHESIS. I

Princ2aL liivesticareals': Walter H. Brott, COL MC

AssociaTe InvesTIGATCR(S): Russ Zajtchuk, COL MC

FaciLity: WRAMC DzpT/SvC: THORACIC SURGERY SERVICE

Accuruative FEDCASE Cost: AccumuATIVE ContrACT CosT: AccumuLATive SuppLy CosT:

FY-83 MEDCASE: ContracT Cost:  SuppLy CosT: Date oF CommiTTEE APPROV& O
------ S —===== AnmuaL ProGress ReporT B 25 1983

Stupy JBJECTIVE:

Evaluation of St. Jude Valvular Prosthesis in selective patients.

TeECHNTCAL APPROACH:

As per St. Jude protocol.

e T YA 4 EYRIYAA G, S

Mumer oF SusJects Stupi=:

12
Fy-82: 1 ToraL (10 pate): 12 Berore CoMPLETION OF STUDY:

Sertous/UnexPeCTED SiDE Z7FECTS IN SuBJECTS PARTICIPATING IN PROJECT(IF HONE SO STATE):

None related to valve.

COMNCLUSIONS: Twelve St. Jude valvular prostheses were inserted from 7 Jan 79 until the present
time, the last one having been implanted on 29 Mar 82. These implants were usually chosen in
high-risk cases in which this valve offered favorable flow characteristics in comparison to

any other available prostheses.

Three patients died at operation, none of them prosthetic related. Two late deaths have ;
occurred, both from other causes. Seven patients are living,:all without prosthetic compli=- N

-Lationa ar last follow-up. Ve donat plan to use.the Sr. JIude Valwve until it is approved by

FDA. Thus, we terminate the investigation of this valve,

287
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DATE: 10 Juge

1ogp oAk LT

ey, . Sratus:

Inreain Fina  «yx

SvaT s Dars:

Jan . '79

Date_cz CovoLeTion: Apr '82

»
hey ¥

265'

Prostatic Valve, St.

Jude

EVALUATION OF ST. JUDE VALVULAR PROSTHESIS.

Baincooar LivesTicavo2{s!: Walter B Brott, COL MC ‘
Asscciate ImvesTiGATOR(S): Russ Zajtchuk, COL MC i
FacioiTy: IP C DzoT/SVC: . THORACIC SURGERY SERVICE

penp——

-

- —— A ot o B e i

RccumuLATIVE r;D»AbL Cost

EccuruaTive CoiTracT Cost

-

ALCUMULATxvc SU°PLY CosT:

FY-83

——— o

i"EDCASE :

ConTrrct CosT:

SuppLy CosT: Date oF CormiTTEE AsprovAL OF

\WHUAL PROGRESS REPORT

Stuoy OsJecTivE:

Evaluation of st. Jude Valvular Prosthesis in selective patients.

iCAL POPROACH:

As per St. Jude protocol.

——— e -

Numser oF Suadects Stuniza:

12

ToraL (to patz): 12 Berore ComPLETION OF STUDY:

Szricus/UnexprcTeDp SIDE EFFECTS IN StasscTs ParTicIPATING IN PRoJECT(IF HONE SO STATE):

None related to valve.

Concrusions:
t@me, Fhe last one having b?en implanted on 29 Mar 82. These implants were usually chosen in
high-1isk cases in which this valve offered favorable flow characteristics in comparison to
any other available prostheses.

Three patients died at operation, none of them prosthetic related. Two late deaths have
occurred both from other causes. Seven patients are living,:all thhout prosthecxc compli-
—cotinrs at lasr follaw=up.—t'e.da not plan.t )

FDA. Thus, we terminate the investigation of this valve.
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Darz: 28 Jan 83 ) Yok Uusv fo.: 2207 Status:  Intemiy XX Fro .
Srazriis Dare: . ' Date oF Coprericn: Indefinite 7
© er Verns: PECpRSReTgE e GaTmations MihisReLEgon Catherer, TsabueyT

Time cF ProvicT: g . .
Treatment of Vascular Lesions by Mini-Balloon Catheterization and
Isobutyl 2-Cyanoacrylate ' :

PRivcI?aL lwﬁ:g‘ﬂﬁz\m(s}: Eugene D. George; Paul H. Pevsner; Sherry Brahman
Asscciare ImvesTroaroa(s); Dennis E. McDoadell = '

Facruivy: WRAC - Deer/Svc:  Neurosurgery
Accuasarive FEGCASE Cost: Beaumaarive Comacy Cost: | Accuswative Suepry Cost:
0 . o

"FY-83 FELCASS: . Cowmmact CosT:.  Suspy CostT: Date oF Ccm-ﬁ‘e ie —
: ' B . Feuwyon. Pnoasésscaemi’? FEd2 5 1003

| _ Stuoy 03JECTIVE: To either obliterate neuroradiologically ‘or make surgical
’ resectable otherwise inoperable.or extremely difficult vascular lesions and

Toosica APPROACH: Use of Isobutyl 2-Cyanoacrylate in small amounts delivered
either percutaneously via a mini-balloon catheter or delivered directly
intraoperably via injection under direct visualization. C
Prosazss Duains FY-82:

See enclosed sheet.

Pems2 oF SussEcts Stunted:

FY-82: 35 'luingssin ToraL (10 pate): 28 patients Becooe Covsy eTion 0 STuoy:S0 patients

Sertous/UsxpEcTED Stos ErrecTs n SusuzcTs PaRTicipPATIvG In PROZCT(1F o SO sTATE):
See enclosed sheet. ' : ’ .

-~
-

Coxarustons:

See ‘enclosed sheet.

PUSLICATIONS OR kssmm;s. FY-82:

See enélosed sheet.
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CONTINUATION OF WORK UNIT NO., 2207 - Treatment of Vascular
Lesions by Mini-Balloon Catheterization and Isobutyl
2-Cvanoacrylate.

PROGRESS DURING FY-82: We treated a total of 28 patients e¢ither
surgically or via gluing. During the year, there were no deaths.
Thirty~five (35) embolizations on ten (10) patients. One patient
seemingly had total obliteration of a mandibular arterjiovenous
malformation. Again, almost all other patients had subsequent
surgical therapy carried out. One patient developed a severe
brain stem infoxtion following a repeat attempt at gluing in an
AVM which had reoccurred. This patient was subsequently admictted
to a nursing home, but she is now slowing improving. A similar
patient complication from last year recovered sufficiently to
allow surgical resection of his massive AVM, a procedure from
which he recovered well. The percentage of patients developing
even minor complications has seemingly improved this year,
possibly resulting from increased experience and knowledge
regarding use of the techniques. (See publications from Walter
Reed discussing this.)

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN
PROJECT: See above regarding serious side effects or death. All
of these complications would be expected in dealing with these
serious and high risk patients. It should be noted that our
overall mortality and morbidity rate is far below nationally
published series in treating patients with these lesions.

CONCLUSIONS: The use of Isobutyl 2~Cyanoacrylate as an
intravascular agent, delivered either percutaneously via
mini-balloon catheter techniques or interoperatively via direct
intravascular injection, is a useful surgical adjunct in the
treatment of otherwise untreatable high risk vascular lesions.
Probably in most situations, IBCA alone is not the sole answer to
the treatment of intracranial vascular lesions, since we have had
at least one recurrence following seemingly total obliteration.

PUBLICATIONS OR ABSTRACTS, FY-82: (1) Combined
Neurosurgical~Neuroradiological Therapy for Cerebral Arteriovenous
Malformations~-The Walter Reed Protocol, edited by Smith, Haerer
and Russell, Raven Press, NY 1982. (2) Presentations of results
and associated findings, American Association of Neurologic
Surgeon's Meeting in April 1982. (3) Review Article in
Neurosurgery, March 1982, "Interventional Radiology Polymer Update
- Acrylic". (4) Several exhibits accepted for current pending
AANS in April 1983, (5) Publication pending for two articles
previously accepted by the American Journal of Neuroradiology.

f6) Dr. George was officially invited to present review of Walter
Reed work and present his recommendations on current management of
these problems to Intracranial Vascular Surgery Session at AANS.
(This invitation was based on the reputation being obtained by
this study at Walter Reed).

ADDENDUM: Would like to add as additional co-investigator or
associate investigator Joan T. Zajtchuk, Colonel, MC, Chief,
Otolaryngology-Head and Neck Surgery.




Dare: 5 OCT 82 | Woax Unir No.: 2309 Status:  Interis X Freon
Startins Dave: 27 DEC 1977 Date of CometeTion:  June 1980

Key Vioros: Vitreous Surgery, Ocular Trauma : |

cF Prouzct: .
Trne o A Study of Eye Trauma and Treatment in the Military b

Princrear Investicaror{s): Howard P. Cupples, MD, CPT, MC, USN
AssociaTe liwesTicator(s):  Paul V. Whitmore, MD, COL, MC, USA
Facioivy: WRAYL Dept/Svc: Qphthalmology Service, Depart of Surgery "
Ac(c)mmanva FEDCASE Cost: Accum:)_mv& Coirract CosT: Accurucative SuepLy Cost:
0.
FY-83 FEDCASS:  Conrract CosT:  Supery Cost: Date o7 CormiTreg Aerroyy Oz
0__ 0 0 FanyaL Prosazss ReporrT 52 s 1923

To determiné €hé tole of VITTréoUs SULFeYy_ 1n thw mamagement of é
Stuoy JsJzCTIVE: ocular trauma. To compare results ofgo%’glar trauma cases managed
by vitreous surger¥ with the results of ocylar trauma cases managed in the past .
by conventional methods. Todevelop plans for efficient management of ocular ?cont'd)“

. acH: A serles of cases of ocular trauma managed by, viLLe0Us Surger

15935=ﬂ=£§39¥ﬁ'techngques will be compared with a similgr se%ies drawn ret%o-y
spectively from records of NNMC and WRAMC during the Vietnam era and managed
by conventional surgical techniques. A computer terminal has been made availabég#

Prosrzss Duains FY-82: All prospective cases done by vitrectomy techniques hasgont

been completed and the results of this series are the subject of the paper to
be presented at the American Academy of Ophthalmology annual meeting 4 Nov 82.

Nwser oF Susszcts Stubiep:
FY-82: TotaL (10 pate): Berore CowLeTron 0F Stupy: 100 !

Serious/Unexeectep Stos Errects 1n Susuzcts Pasvicipating 1M Prcuzct(17 nmovs sa srare): No .
serious unexpected side effects to vitreous surgery have been found in the

Covarusions: The results of the prospective series suggest that more than 50%
= of such severely injured eyes can be salvaged with vitreous surgical

techniques and these results compare almost identically with results from other
institutions. Loss of eyes with certain types of injuries treated by previous
methods have historically run greater than 75%. In our study, comparison with
with cases matched for type of injury will be made upon completion of the review
of the retrospective series,
PusL1cATIONS OR ABSTRACTS. FY-82:
Report of the series of 103 consecutive cases in the prospective group submitted
for publication in RETINA, September 1982.
"Vitrectomy -~ Surgical Techniques In the Management of Intraocular Foreign
Bodies”" - presented at the 9th Biennial Walter Reed Ophthalmology Postgraduate o
Course 27 April 1982.

% STUDY OBJECTIVE (cont'd): combat injuries based upon the analysfs o? data

collected during the study.

# TECHNICAL APPROACH (cont'd): in the Eye Clinic, NNMC and we are currently
gathering and tabulating the retrospective cases.
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Date: S5 Oct 82| Yook Unir 8o,: 2310 Status:  Intemin X Frooa,

Srazrins Darer 13 April 78 Pars o Commgrion:

Key hgras:
TitLe cF ProuscT:

MAJ Thom S. Thomassen
LTC Kenyon K. Kramer

Princiean Livesticaror(s): LTC Fleming D. Wertz

Assceiate Imvesticaraz(s):

Factirry: WRAMC Depr/Syc: Ophthalmology Service
Accuun ative FEDCASE Cost: Accurmnarive Ceiract Cost: AccuvuLative SuepLy CosT:
FY-83 EDCASE:  Contract Cost:  SussLy Cost: Date oF CammiTrE: foeno

o Bawya Prosrzss Resorr VEEQF2 5 1983

Stuoy O3gzcrive: To evaluate intraocular lenses with regiard to safety in the
treatment of aphakia

TEcHuicAL A%PROACH: Intraocular lenses will be implanted in selected patients either
at the time of cataract extraction or in a second operation following cataract

i is is a part of 3 pnationwide collaborative study to determine the
Proszess Duains FY-82: ( incidence of adverse effects.
46 patients had implants with no adverseeffects directly to the lens.

liuwaezR oF SususzeTs Stupied:

FY-82: 46 ToraL (o pate): 134 Berore ComeLeTion o Stypy: Unknown

zr1ous/UnexescTen Sipe Errects v SusuzcTs Parvicrearing 1 Prouzct(iF nons $O STATE):
None

~ Excellent results indicate sufficient value to continue with this
protocol. ' )

PUBL ICATIONS OR ABSTRACTS, FY-82:

None.




DISPOSITION FORM

Por use of this form, se0 AR 340-15, the gprepenent agency Is TAGCEN.

REFERENCE OR OFFICE SYMBOL

WAECT Annual Progress Report: FY 82, Clinical Investigatioh
rogram, Work Unit #2311

D

HSHL-SI "Lyophilized Fascia Lata for Ptosis Surgery"

78 D Cl 1 (')R?'l“h 18 oATE T
» Dep in Invest, phthal Svc,

WRAMC WRAMC 14 January, 1983

Dr. Katz:fkm 6/1964
1. Reference above Work Unit, one additional case has been performed at Walter Reed
Hospital. Patient‘’s name is Bainbridge, Charity, dependent ssan: 170-44-2751,

2., Diagnosis: congenital ptosis, bilateral frontalis sling using lyophilized fascia
lata was performed without complications, At this time, patient is still being fol-
lowed. .

3. Dr. Broughton has published the initial report of the fascia lata study.

4. The technical approach has not been modified currently and no serious and unex-
pected side effects and complications have been met with.

5. The study at present is continuing under the same director.

ah N.K. Katz, MD
COLONEL, MC US ARMY
Ophthalmology Svc, WRAMC
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DISPOSITION FORM

For use of this form, wee AR 340-18; the proponent agancy is TAGO.

REFERENCE OR OFFICE SYMBOL SUBJECT Annual Progress Report: FY-82, Clinical Investigation
, Program, Work Unit #2312, Amsler Grid/Laser Interferometry
| HSHL-SI Study Assessment of Visual Acuity Pre and Post....
J
= T0; C, Pep Clinical Invest. FROM MAJ Thom S. Thomassen, M(MPATE 17 JAN 1983 CMT 1
! WRAMC Ophthalmology Service TST/tb/61966/67

1. CPT Raysor has left Walter Reed Army Medical Center and did not work on this project.

o 2. Since CPT Raysor has left WRAMC, with no one to take his place, this study can be
! terminated for the present time.

[ %yws"o’\_——v
THOM S. THOMASSEN, MD
MAJ, MC, US ARMY -
Ophthalmology Service ]
Walter Reed Army Medical Center !
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DISPOSITION FORM

For use ot this form, e AR 340-18; the praponent agency is TAGO.

REEERENCE OR OFFICE SYMBOL SUBJECT Annual Presre=s :'{eport: E!-E". Jlinical
Inveztization Program, acrk Unic %2312, The Incidenc
of Cystold Macular Edema Fost Cataract pgytraction,

T0 C, Dep Clin Invest FROM CET Charles 5. Tress2e®, M- 1?7 Jan 83 oMt
Opnthalmolocy Svec

Shortly after receivinz the first notificaticn last autumn (1982),
I went to the Office of Clinlcal Investigation and asked to have my
project vlaced on 2an inactive status, There were several reasons for
this action,

For a gord portion of last yesr (June througzh Novexber 1382) I was
either nn TDY orders or working at a clinic 2way from “Walter Reed Army
Medical Center. Furthermcre, to date I have not had any subjects :
involved in my study. Part of the reason for this 1s that I had not ;
clearly Aefined how I intended to randomlze Ty study. In addition, there i
was some nuestion as to whether other sursgeons would comply with the
protocol as outlined.

Anen I aporoached the Clinical Investization Department last autumn
it was my understandine that by placing my study, which clinically had
not started, on an inactive list I would not have to file an annuasl report.

I avologize for my misunderstandinz and any inconvenience this may
-have caused., I do intend to reactivate my study with the necessary
changes this spring via the prover channels as outlined by the Department
of Clinical Investigation.

Thank you,

o bous,{ TRmbor. prtlfi?r 2

Charles S. Tressler MD, CPT MC
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Darz: 15 NOV 8P Woms Uuit Ho.: 2314 Status:  Interis Frem. X

Srartirg Dave:  JULY 1981 Dave_oF ComeLeTion: N/A
Key tioras: : ]
TitLe cF ProdzcT: Comparison of External Measurements In Normal,

Entropic, and Ectropic Lids.

Princr2aL l!l‘-’ﬁST(GATOR(S): Kevin G. Maguire, CPT, MC

_Associate Investicaror(s): N/A

i

1

Facnity: WRANC Depr/Svc:  OPHTHALMOLOGY §
t

Accusun ative FEDCASE Cosr: Acwmnvg Couitract Cost: ACCU"EULA‘!(‘)IVE SuerLy Cost: }
0 |

tY-83 FEDCASS: Contract Cost:  Suesty Cost: Date oF CormiTTee Aopeow.k ))F
Prosrzss Reporr A §

TECHNICAL APPROACH:

Prosress Duatne FY-82:

Humer oF SusszcTs Stupied:

FY-82: YoraL (10 DATE): Berore ComeLeTiON 07 Stuny:

Ser1ous/UnsxpecTeD Sioe Errects IN SusszeTs PaRTiCIPATING IN Pno.1=._cr(1.= HONE SO STATE):

NCLUSTONS :

Coxcrustons
Protocol terminated, investigator is no longer
assigned to WRAMC.

PusLicATIONS 02 AssTRACTs. FY-82:
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DISPOSITION FORM

Por vse of this form, s00 AR 340-13, the prepenent agencey is TAGCEN. .
REPERENCE OR QFFICE SymoOL WWECT Annual Progress Report: FY 82, Clinical Investigatiop
HSHL~-SI Program, Work Unit #2315, "Results in Strabismus Employing
Fhe WRAMC Modification of Adjustable Suture Technique of
Decular Rectus Muscle Recession.”
TO FROM DATE CMT 1
C, Dep Clin Invest, Ophthal Svc, 14 January, 1983
WRAMC WRAMC Dr. Katz:fkm 6/1964

H 1. Reference the above Work Unit, the clinical investigation project was completed

30 June, 1982, The results were reported at the Biennial Walter Reed Alumni Meeting
| and Post-Graduate Ophthalmology Course. The results are being prepared in paper form
H for publication.

2. The manuscript when completed will be forwarded to the Clinical Investigation
Department for approval prior to sending for publication. ;

3. The accumulative MEDCASE, contract, supply, cost and items J,K,L,M,N,0,P, & Q
are not applicable.

Norman
COL, MC US ARMY
Ophthalmology Svc, Dept Surg, WRAMC

A oS e '
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Dare: 26 JAN 83] iax Ewir Mo.: 2400 Stavus:  luremiy X Fro

StaaTiis Dave:  october 1980 Dare_oF Cowsiemion: ]'5“1 th“‘ lby JIAle 8848

Key lioros:
Timee ¢7 ProuzcT:

Clinical and Biomechanical Investigation of Knee Ligament Laxity

Princioai InvesTicatcals): Dy, Myron D. Tremaine
Asscctate [mvesticator(s):  Dr. Youngil Youm

Faciivy: WRAY Depr/Svc: Dept of Surgery, Orthopaedic Service
Acasarative FEDCAE Cost: Acoranavive Coiract CosT: Accumn ATive SuppLy Cost:
Computer & Accesg. Tsﬁx_;_ﬂ gﬁﬂpigggl_,iegiooEST $600

FY-83 FEDCASS:  Cowtaact Cost:  SuseLy CosT: | DaTe o CowniTiee Ao ’
kst Paos;‘ssstﬁepo;?aﬁy 25 1983

Stuoy J3uzerive: Complete knee stress machine, complete psychological testlng
profile, complete computerization of Cybex Isokinetic machine

TECHNiCAL ASPROACH:
No modifications to original protocol

Prosazss (uains FY-82: Mo subjects studied, but knee stress machine and computerization
of Cybex machine almost completed. Ready for testing in next few months.

Psychological testing started. Not completed.
Nwser oF Susscts Stupies:

FY-82: TotaL (70 DATZ): Approx 50  Berore ComeLeTion 0F Stusv:

Sertous/UnzxeecTen Sios Errects v Susuzers PRaricipariig In ProuzcT(is poNs 3 STATE):
No serious side effects
Concrustons:

O ——t—

PusLICATIONS 02 AssTRAcTs. FY-82:
One abstract submitted to Engineering Journal describing knee stress machine.
Anticipate a patent, and probably another abstract concerning Cybex
Computerization
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DATE: 30 Sep 82 WORK UNIT NO.: 2517 STATUS: INTERIM FINAL X

STARTING DATE: August 1977 DATE OF COMPLETION: September 1982

KEY WORDS: aural rehabilitation, rehabilitation, lipreading, auditory-
visual integration

TITLE OF PROJECT: Evaluation of a Specialized Technique for Training j
Audio-Visual Integration ‘

PRINCIPAL INVESTIGATOR(S): Allen A. Montgomery

ASSOCIATE INVESTIGATOR(S): Brian E. Walden, Daniel M. Schwartz, Robert A.
Prosek, Earl Wilkinson

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otoiaryngology Service

ACCUMULATIVE MEDCASE
COST:

ACCUMULATIVE CONTRACT
COST:

ACCUMULATIVE SUPPLY
cosT: FEB 25 1983

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORT

R

STUDY OBJECTIVE: This study i{s designed to evaluate the effectiveness of a
newly~developed training procedure for improving patients' ability to use
the audible and visible aspects of speech simultaneously [audfo-visual
integration (AVI)].

i i A S bR et N s 0l it L

TECHNICAL APPROACH: Twenty-four hard-of-hearing patients were divided into
control and experimental groups and tested before and after receiving either
traditional rehabilitation or the AVI technique. The AVI training was done
individually in 10 one-hour sessions by frained rehabilitationists. The
before and after testing congisted of a 100-item sentence test presented
audiovisually in noise, and the data were analyzed with parametric statis-
tics (t-tests and ANACOVA). In addition, a group of 12 normally—~hearing
people were tested at a similar interval to assess the learning effects of
the test.

PROGRESS DURING FY-82: The data were reanalyzed and the manuscript was
revised to address the important issue of the effect of guessing on pre- and
post-testing performance. This issue was raised by a recent study and
reflects directly on our data. The issue has been resolved in our favor,
and the study has been strengthened by the additional analysis.
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Annual Progress Report (cbnt.) ~ Work Unit #2517

NUMBER OF SUBJECTS STUDIED:
FY-82: 0 TOTAL (TO DATE): __ 24 BEFORE COMPLETION OF STUDY: _ 24

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: The technique appears to be a useful and efficient way to
improve new hearing aid users' ability to use the visual (lipreading)
component and the auditory component of speech simultaneously.

PUBLICATIONS OR ABSTRACTS, FY-82: A manuscript is in preparation for
submission to Ear and Hearing.




DATE: 30 Sep 82 WORK UNIT NO.: 2523 STATUS: INTERIM FINAL X

STARTING DATE: June 1978 DATE OF COMPLETION: September 1982

KEY WORDS: hearing aids, quality judgments, electroacoustic

TITLE OF PROJECT: The Relationship Between Electroacoustic Parameters and
Perceived Sound Quality of Hearing Aids

PRINCIPAL INVESTIGATOR(S): Daniel M. Schwartz

ASSOCIATE INVESTIGATOR(S): Allen A. Montgomery, Brian E. Walden, Robert A.
Prosek, David H. Layland

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST:  $18,650 COST: COST: __$769.20
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF ANNHB Pzagcﬁla? REPORT

—— —— ——
— —— —

STUDY OBJECTIVE: To determine the relationship between various perceptual
dimensions and the physical characteristics of hearing aids in judging the
sound quality of hearing aid processed speech.

TECHNICAL APPROACH: A single 20 second tape recorded passage consisting of
an interpretive reading from "The Adventure of Tom Sawyer" was hearing aid
processed through each of 20 commercially available hearing aids in a paired
comparison format. The recording procedure was accomplished using KEMAR
equipped with Zwiglocki-type ear simulators.

For the playback phase 10 normal hearers, 10 subjects with high fre-
quency hearing loss, and 10 with flat loss were each instructed to furnish
two types of responses; ratings of similarity and judgments of preference
based on the quality of the hearing aid processed speech. Similarity
ratings were made on a 7-point equal appearing interval scale, where 1
represented very similar and 7 dissimilar. Preference judgments consisted
of identifying the aid within each pair which had preferable sound quality.

PROGRESS DURING FY-82: None.

———
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Annual Progress Report (cont.) = Work Unit #2523

NUMBER OF SUBJECTS STUDIED:
FY-82: 0 TOTAL (TO DATE): 20 BEFORE COMPLETION OF STUDY: 20

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): Nomne.

CONCLUSIONS: The finding that low-frequency cutoff dominates listener judg~
ments of hearing aid sound quality is in direct contrast to the amplifica-
tion needs of hearing impaired patients. That is, an extensive body of
research literature suggests that amplification of low frequeny speech
sounds and noise may create an upward spread of masking and thus degrade the
intelligibility of speech. Hence, the data of the present study reveals
that the electroacoustic characteristic that results in the best sound
quality, i.e., low low-cutoff frequency, may anot be the one that results in
improved speech understanding with a hearing aid.

PUBLICATIONS OR ABSTRACTS, FY-82: A manuscript is being prepared for sub-
mission to the Journal of Speech and Hearing Research.

NOTE: The Principal Investigator on this protocol has resigned his position
effective 1 October 1982.

e
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DATE: 30 Sep 82 WORK UNIT NO.: 2525 STATUS: INTERIM X FINAL

STARTING DATE: August 1978 DATE OF COMPLETION: February 1983

KEY WORDS: lipreading, synthetic speech, computer graphics, aural
rehabilitation

TITLE OF PROJECT: Generation and Evaluation of Synthetic Facial Images for
Studying and Training Lipreading

PRINCIPAL INVESTIGATOR(S): Allen A. Montgomery

ASSOCIATE INVESTIGATOR(S): Brian E. Walden, Robert A. Prosek, Daniel M.
Schwartz, Kweon I. Stanbaugh

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE
COST: $7,595.00

ACCUMULATIVE CONTRACT
COST:

ACCUMULATIVE SUPPLY
COST: $692.60

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF AN“H?& 5%?%&%?8 REPORT

STUDY OBJECTIVE: This study 1is designed to evaluate the feasibility of

simulating on a computer graphics system, the information-bearing elements
of the talker's mouth and face during speech, for the purpose of studying
lipreading in hard-of-hearing patients.

TECHNICAL APPROACH: The final phase of this project involves the incorpora-
tion of phoneme-timing information into the model, the development of
realistic standards for forward and backward coarticulation, the software
revision to allow direct phoneme~to—image translation, and the evaluation of
the system with hearing impaired subjects.

PROGRESS DURING FY-82: The timing information has been gathered from
several sources and is available for incorporation into the computer-based
model. Standards for the exact amount of coarticulation that is needed to
produce natural-appearing visual images have been developed, but seem to be
unnecessarily complex and dependent on the specific consonants and vowels
involved. The software has been revised to permit approximately a 10:1
reduction of the time required to convert phoneme information to animated
images. However, when the timing subroutine is incorporated in final form,
we anticipate another significant reduction in the conversion time.
Evaluation of the system is scheduled to begin in mid=October.
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Annual Progress Report (cont.) - Work Unit #2525

NUMBER OF SUBJECTS STUDIED:
FY-82: 0 TOTAL (TO DATE): 20 BEFORE COMPLETION OF STUDY: _ 30

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Technical refinements and softwa.e modifications dominated the

research effort during FY-82, The animated images that the system produces
now are, in general, quite realistic and a successful evaluation is antici-
Pated .

PUBLICATIONS OR ABSTRACTS, FY-82:

Montgomery, A. A., and SooHoo, G. ANIMAT: A set of programs to
generate, edit, and display sequences of vector-based images. Behavior
Research Methods & Instrumentation, 14(1), 39-40, 1982.
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DATE: 30 Sep 82 WORK UNIT NO.: 2526 STATUS: INTERIM X  FINAL

STARTING DATE: January 1979 DATE OF COMPLETION: September 1983

KEY WORDS: self-assessment, inventory, hearing impaired, communication

TITLE OF PROJECT: Development of a Communication Self-Assessment Inventory
of the Hearing Impaired Soldier

PRINCIPAL INVESTIGATOR(S): Marily E. Demorest, Sue A. Erdman :

ASSOCIATE INVESTIGATOR(S): Roy K. Sedge

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngclogy Service
— 3
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: $1621.60
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
$6000.00 OF PROGRESS REPORT
B 25 1983

STUDY OBJECTIVE: The objective of this project is to develop a communica-
tion self-assessment inventory to be used {n the inpatient Aural Rehabili-
tation Program of the Army Audiology and Speech Center, WRAMC. The specific
purposes of this inventory are:

a. To assess progress in environmental control, and in emotional,
social, familial, and vocational adjustment to the handicap as a result of
the Aural Rehabilitation Program (i.e., a quantitative index of improvement
provided by pre- and post=-program scores).

b. To establigh a baseline for planning a patient's environmental
control training and adjustment counseling in the Aural Rehabilitation
Program.

c. To provide prognostic indicators of short-term success in communi-
cation (pre-program administration).

d. To provide prognostic indicators of long=-term success in communica~-
tion after returning to duty station (post=-program administration).

TECHNICAL APPROACH: Having determined during FY-80 that the Hearing Perfor-
mance Inventory (T.C. Giolas et al., JSHD, 1979) would not fulfill the Army's
needs for a communication inventory (see FY-80 APR), we undertook to develop
our own inventory. A large pool of ifems was developed and administered to
a large number of patients. Responses to the inventory were subjected to
statistical analysis. A revised version of 155 items is currently being
tested as a final phase of inventory development.

SNPPIS
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PROGRESS DURING FY-82: The original form consisting of 215 items was
modified following statistical analyses. The revised form is comprised of
155 itemg. On the basis of clinical observations and factor analyses, the
scales and subscales were also revised to provide more specific information
to the clinician. The scales include revisions of Communication Perfor-
mance, Communication Environment, Behavioral Ad justment, and Personal
Adjustment. The Communication Information scale was deleted. A new scale
was included to address Communication Strategies. (Additional information
regarding the revised scales and subscales can be obtained from the
Audiology Section upon request.)

The attempt to automate the testing process utilizing the laboratory
computer system was unsuccessful. At this time efforts are being made to
evaluate an optical scanner system for processing patient responses.

B e e

Ly

NUMBER OF SUBJECTS STUDIED: _
FY-82: _300 TOTAL (TO DATE): 407 BEFORE COMPLETION OF STUDY: 700 ;

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None. H

JNPENND S U SRS

CONCLUSIONS: Not applicable at this time.

PUBLICATIONS OR ABSTRACTS, FY-82: Not applicable at the present time.




DISPOSITION FORM

For use of this form, see AR 340-15; the proponent sgancy is TAGO.

REFERENCE OR OFFICE SYMBOL SUBJECT
HSHL-SES Clarification of Annual Progress Report for
Work Unit # 2526
TO FROM DATE CMT 1

Dr. Hanson Sue.A, Erdman, M.A. 14 December 1982

Dr. Boehm, Chief DCI

l. The following information/explanation is furnished at your request for
clarification of budget changes in Work Unit #2526.

2. It has been proposed that Dr. Marilyn Demorest (formerly Wang) return to WRAMC on

a full time basis for work on this project during the summer of 1983. Final statistical
analysis and publication of the Communication Profile for the Hearing Impaired in

test manual form (in compliance with APA guidelines) can be accomplished within this time
frame if she extends her work here to a full-time basis for a two month period. She will
have worked on this project for nearly two years as a Red Cross Volunteer following her
initial year here (1980) on temporary hire. Data analyses during the summer of 1983

will involve results from nearly 1000 subjects, two revised forms of the questionnaire

in addition to audiometric data for the relevant subjects.

3. Our current time and staff constraints would preclude accomplishing these goals
within the desired time frame. Inability to fund the remaining work on this project
could necegssitate relinquishing the project to another facility or significant delays
in the completion of the study, publication of the results and the test materials in
manuscript and/or manual form.

1 /“ ., é
s L( 'v‘//‘

‘Sue Ann Erdman, M.A.
Audiologist
AA&SC, WRAMC

Principal Investigator
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DATE: 30 Sep 82 WORK UNIT NO.: 2529 STATUS: INTERIM FINAL X

STARTING DATE: April 1981 DATE OF COMPLETION: 30 Sep 82

KEY WORDS: auditory brainstem response, high frequency hearing loss

TITLE OF PROJECT: Effect of High Frequency Sensorineural Hearing Loss on
the Latency of the Brainstem Response

PRINCIPAL INVESTIGATOR(S): Daniel M, Schwartz

ASSOCIATE INVESTIGATOR(S): Don B. Blakeslee, Roy K. Sedge, Robert L.

Henderson
FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST:
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORT
FEB 25 1983

STUDY OBJECTIVE: To examine the effects of high frequency hearing loss and

the role of mathematical correction factors on the ABR.

TECHNICAL APPROACH: Auditory brainstem responses were recorded monaurally

with disc electrodes attached to the vertex and earlobes. Responses were
recorded to alternating condensation and rarefaction clicks at 65, 75 and 85
dB NHL.

PROGRESS DURING FY-82: 48 sensorineural hearing loss subjects have been

Tun.

NUMBER OF SUBJECTS STUDIED:
FY-82: 8 TOTAL (TO DATE): _ 48 BEFORE COMPLETION OF STUDY: _ 48

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Click polarity was found to effect wave I such that perceat of

absence of wave I was found to increase considerably when using condensation
and alternating clicks. For alternating clicks wave I was absent in 56X of
the cases at 65 dB NHL and 38% at the two higher intensities. Wave I was
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absent least often (16%) for rarefaction clicks at 85 dB NHL. High fre-
quency hearing loss at 6000 Hz tended to correlate best with wave V latency
delay such that a delay of 0.1 msec was shown to occur with every 10 dB of
hearing loss. Analysis of the individual scatter of data, however, showed
the error that would occur if such a correction factor was used. Not only
did statistical analysis reveal that only 17% of the variance was accounted
for solely on the basis of hearing loss, but scatter plots of the data
showed that over or underestimates of latency delay will occur if one uses a
correction factor.

What proved valuable, however, was to use a single index of seven
milliseconds for wave V latency and 4.6 msec for the I-V inter-peak latency
to demarcate between cochlear and VIIIth perve tumor ears.

PUBLICATIONS OR ABSTRACTS, FY-82: Manuscript in preparation for submission
to a scientific journal.

NOTE: The Principal Investigator on this protocol has resigned his position
effective 1 October 1982.




DATE: 30 Sep 82 WORK UNIT NO.: 2530 STATUS: INTERIM FINAL X

STARTING DATE: May 1980 DATE OF COMPLETION: July 1982

TITLE OF PROJECT: Test of the Assumptions Underlying the Comparative Hear- :
ing Aid Evaluation i

KEY WORDS: comparative hearing aid evaluation, hearing aids, validity,
reliability

PRINCIPAL INVESTIGATOR(S): Brian E. Walden

E ASSOCIATE INVESTIGATOR(S): Joanne M. Crowley, Daniel M. Schwartz, Dennis L.
Williams, Michael H. Mayer

‘E FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service i
% ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
: COST: COST: COST:

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL §

OF ANNI&AL PROGRESS REPORT
EB 25 1983

—— —
———

STUDY OBJECTIVE: The purpose of this research is to test the assumptions
which underlie the comparative hearing aid evaluation (CHAE). Among the :
questions to be answered are: a) Do clinically and statistically signifi- {
cant performance differences exist among hearing aids preselected to be ‘
appropriate to the patient's hearing loss? b) Does the same instrument
tend to be best for all patients? <c¢) Are available test materials suffi-

‘ ciently reliable for use in hearing aid selection? d) Are the results of a

f CHAE stable over time? e) Do the results of a CHAE predict patient perfor-

' mance in the real world? -

: TECHNICAL APPROACH: Hearing~impaired subjects selected from the Aural
Rehabilitation Program of the Army Audiology and Speech Center are adminis-
tered a modified comparative hearing aid evaluation (CHAE) using three
behind-the~ear instruments. The binomial model (at .95 confidence) is used
to determine if significant differences exist among the aided monosyllabic
word recognition in noise scores. In those cases where the interaid differ-
ences exceeded chance performance, two additional steps were taken. First,
the patient was allowed to wear each of the three instruments for an
extended period of time during the week following the initial CHAE. At the
end of this trial use period, the patient indicated which aid was most
acceptable and which was least acceptable. Second, following the trial use
period, the CHAE was repeated.

(o —————

310




Annual Progress Report (cont.) = Work Unit #2530

PROGRESS DURING FY-82: Data acquisition was completed on a total of 45

hearing impaired subjects. Data reduction and statistical analysis were
completed. A manuscript was prepared based on the findings of this investi-
gation and was submitted for publication in the Journal of Speech and
Hearing Disorders. Currently, it is under editorial review.

NUMBER OF SUBJECTS STUDIED:
FY-82: TOTAL (TO DATE): 45 BEFORE COMPLETION OF STUDY: 45

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): There were no serious/unexpected side effects in subjects
participating in this project.

CONCLUSIONS: When the hearing aids preselected for evaluation with a

patient are relatively homogeneous electroacoustically, significant interaid
performance differences on the hearing aid evaluation are not likely to
occur very often. In contrast, when the aids are very different electro-
acoustically, significant interaid differences may occur frequently. In
such cases, however, interactions between hearing aids and patient perfor-
mance will be relatively rare. Further, unless there are fairly large
electroacoustic differences among the instruments being evaluated, the
test-retest reliability of standard monosyllabic word lists may not be
adequate to detect typical interaid differences that occur in a comparative
hearing aid evaluation. This appears to be the case even when 100-item test
lists are used. The problem becomes greater, the shorter the test lists
employed. The data also suggest that the performance hierarchy on the
clinical evaluation can be expected to change for many patients as the new
hearing aid user adjusts to amplification. Finally, the instrument which
scores highest on the clinical evaluation 1is not necessarily the aid that
would be judge most beneficial by the patient based on trial use in daily
living unless relatively large interaid difference scores are obtained.

PUBLICATIONS OR ABSTRACTS, FY-82: A manuscript has been prepared and is
currently under editorial review by the Journal of Speech and Hearing

Disorders.
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DATE: 30 Sep 82 WORK UNIT NO.: 2531 STATUS: INTERIM X FINAL

STARTING DATE: September 1980 DATE OF COMPLETION: October 1983

KEY WORDS: stuttering, follow—up, disfluency, speech i

TITLE OF PROJECT: Maintenance of Speech Fluency Following an Intensive
Stuttering Therapy Program

PRINCIPAL INVESTIGATOR(S): Marcia D. Bond-Liebertz

ASSOCIATE INVESTIGATOR(S): Pamela Silverwood, Patryce F. Thompson, Brenda
W. Lohsen, Joyce Gurevich-Uvena, Christine Fair,
Gloria Chi, Robert A. Prosek
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FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY ;
COST: COST: COST: $321.60 :
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF ANNUAL PROGRESS REPORT
FES 25 iamn

STUDY OBJECTIVE: To determine the extent to which fluency improvement is

maintained by adult stutterers participating in the Precision Fluency
Shaping Program during a nine-month period following release from treatment.

' TECHNICAL APPROACH: Forty-seven stutterers who are participating in the

. Precision Fluency Shaping Program at Walter Reed will be the subjects for
this study. Tape-recorded telephone monologues will be obtained from each
subject on five occasions: 1) prior to the initiation of therapy (baseline),
2) immediately after completing the program (four weeks after baseline),
3) three months post—-therapy, 4) six months post—therapy, and 5) nine months
post-therapy. After giving permission to record the monologue, the subject
will be instructed to speak for five minutes about his speech, or his

; hobbies, or about any topic that interests him (the specific content of the

monologue is not important).

Two general measures of fluency, percent syllables stuttered (ZSS) and
syllables per minute (SPM), will be obtained for each of the 150 monologues.
The improvement in each of these measurements relative to the baseline
session will be calculated for each subject for each post-therapy recording.
Appropriate statistics will be applied to these data to determine if the
fluency gains made by the program are retained when the subject finishes
) | treatment.
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PROGRESS DURING FY-82: During FY-82 progress has occurred in data acquisi-

- tion and data reduction. Forty-seven patients have been recorded in the
pre=therapy condition. Forty-three subjects have been recorded in the
pre=therapy and immediate post-therapy condition. Of these, 28 have also
been recorded at 3 months post=therapy; 23 at 6 months post-therapy; and 20
at 9 months post-~therapy. Fifteen subjects have been recorded in all five
conditions., Data reduction has begun in terms of transcribing each tape
recorded session, counts of disfluencies, and measurement of monologue
duration. To date, 50 taped sessions have been completed. This represents
approximately one—-third of the data reduction needed to begin data analysis.

Follow—-up recordings have not been obtained from some subjects due to
difficulty locating the subject and/or contacting the subject via telephone,
particularly when the subject 1s in a duty location outside CONUS.

The number of subjects has been increased from 41 to 47 for the above
reasons. Estimated completion date for data acquisition is November 1982.

NUMBER OF SUBJECTS STUDIED:
FY-82: 7 TOTAL (TO DATE): __ 47 BEFORE COMPLETION OF STUDY: 47

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Not applicable at the present time.

PUBLICATIONS OR ABSTRACTS, FY-82: Not applicable at the present time.




DATE: 30 Sep 82 WORK UNIT NO.: 2533 STATUS: 1INTERIM X FINAL

STARTING DATE: August 1980 DATE OF COMPLETION: August 1983

KEY WORDS: symmetric high—frequency hearing loss, monaural amplification,
dichotic test

TITLE OF PROJECT: Effect of Amplification on Dichotic Discrimination Test
Results in Individuals with Primarily High Frequency
Sensorineural Hearing Loss

PRINCIPAL INVESTIGATOR(S): Rauna K. Surr, Daniel M. Schwartz

ASSOCIATE INVESTIGATOR(S): H. Gustav Mueller, Susan Abernathy

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST:
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORT
FEB 25 1983

STUDY OBJECTIVE: The purpose was to study the effect of monaural hearing

aid use on dichotic listening task longitudinally in patients with pre-
dominantly high frequency sensorineural hearing loss.

TECHNICAL APPROACH: Twenty subjects with symmetrical high-frequency
sengorineural hearing loss judged to be good hearing aid candidates were
divided into two groups. One group was fitted with an aid for the right ear
and the other for the left ear. Monotic and dichotic syllable discrimina-
tion tests were administered prior to the hearing aid use and then after one
and six months of use. These data then would permit us to determine 1if
monaural hearing aid use leads to an ear advantage (i.e., favoring one ear
over the other for processing speech information) as has been suggested by
Jacobsen (1979) on a flat hearing loss population.

PROGRESS DURING FY-82: All data have been collected and the analysis is in
progress. A paper based on the preliminary analysis of these data was
submitted and accepted for presentation at the Annual Convention of the
American Speech-Language-Hearing Association, November, 1982, in Toronto,
Canada.
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NUMBER OF SUBJECTS STUDIED:
FY-82: 10 TOTAL (TO DATE): 20 BEFORE COMPLETION OF STUDY: 20

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None

CONCLUSIONS: The data analysis is not complete enough to permit conclusions

at this date.

PUBLICATIONS OR ABSTRACTS, FY-82: None
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